DERWENT-ACC-NO: 1997-175616 
DERWENT-WEEK: 199716 
COPYRIGHT 1999 DERWENT INFORMATION LTD 

TITLE: Drug compsn. which is biodegradable 

and decomposed to 

aminoacid in body - contains 
tri: peptide contg. proline 

or di: peptide comprising arginine and 

glutamine as 

artificial sweetener. 
PATENT-ASSIGNEE: MITSUI TOATSU CHEM INC[MITK] 
PRIORITY-DATA: 1995 JP-0124900 (May 24, 1995) 
PATENT-FAMILY: 

PUB-NO PUB-DATE 
LANGUAGE PAGES MAIN- I PC 

JP 09040577 A February 10, 1997 N/A 

009 A61K 038/00 

APPLICATION-DATA: 

PUB-NO APPL-DESCRIPTOR APPL-NO 

APPL-DATE 

JP 09040577A N/A 1995JP- 

0251176 September 28, 1995 

INT-CL (IPC): A61K038/00, C07K005/072 , C07K005/097 

ABSTRACTED-PUB-NO: JP 09040577A 
BASIC-ABSTRACT: 

Drug compsn. contains a tripeptide of formula Pro-A-B (A =^ 
Phe, Lys, Asn, Tyr 

or Thr; B = Pro or Trp) , C-D-Pro (C = Tyr, Glu or Pro; D = 
Asn, Ser, Arg or 

Tyr) , Thioproline-Thr-Trp or a dipeptide of Glu-Arg, or 
their salts . 

ADVANTAGE - The drug is biodegradable and is decomposed to 
amino acid in a 

living body and metabolised. It has no side effects. 

In an example, Pro-Phe-Pro was synthesised. 2.7 g BOC-Phe, 



2.4 g ProOBzl HCl 

and 1.5 g HOBt were dissolved in 30 ml DMF, 1.7 g WSCD HCl 

in 10 ml DMF was 

added to it. 1 . 8 ml TEA was added and the mixture was 
stirred at room temp. 

overnight. It was filtered and the filtrate was cone, in 

vacuo and 300 ml 

ethyl acetate was added and washed with 4% Na bicarbonate 
in 10% NaCl, 10% 

NaCl, 0.4M citric acid in 10% NaCl and 10% NaCl. The ethyl 
acetate layer was 

dried on anhydrous Na sulphate and cone, in vacuo and 
dried. 40 ml 4N 

HCl/dioxane and 4 ml thioanisole were added and reacted for 
2 hrs. while 

ice-cooled. It was cone, under an addition of dioxane and 

diethyl ether, 

respectively, twice. 1.5 g Z-Pro and 0.84 g HOBt were 
added and dissolved in 

30 ml DMF. 1.2 g WSCD HCl in 10 ml DMF was added and 
reacted for 1.5 hrs. at 

room temp, and then at 4 deg.C overnight. The product was 
filtered and the 

filtrate was washed, coned, and purified. It was treated 
with hydrogen gas in 

the presence of Pd/C and purified to give amorphous 
colourless product. 
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CHEMICAL-CODES: 
Chemical Indexing M2 ^01* 
Fragmentation Code 

DOll D601 FOll F012 F019 F423 F499 GOlO G013 GlOO 
HlOO H181 H211 H401 H441 H481 JO J013 J014 Jl 
Jill J171 J3 J311 J371 J372 M280 M312 M313 M315 
M321 M322 M332 M343 M349 M371 M381 M391 M392 M412 
M413 M510 M511 M521 M522 M530 M531 M540 M630 M640 
M650 M781 M903 M904 Q222 



Markush Compounds 
199716-16601-U 



Chemical Indexing M3 *01* 
Fragmentation Code 

DOll D601 FOll F012 F019 F423 F499 GOlO G013 GlOO 
HlOO H181 H211 H401 H441 H481 JO J013 J014 Jl 
Jill J171 J3 J311 J371 J372 M280 M312 M313 M315 
M321 M322 M332 M343 M349 M371 M381 M391 M392 M412 
M413 M510 M511 M521 M522 M530 M531 M540 M630 M640 
M650 M781 M903 M904 Q222 
Markush Compounds 
199716-16601-U 

Chemical Indexing M2 *02* 
Fragmentation Code 

FOll F012 F019 F423 F499 G013 G019 GlOO HlOO H181 

H2 H211 H401 H402 H441 H442 H481 JO J013 J014 

Jl Jill J171 J3 J311 J371 J372 J373 L250 M280 

M312 M313 M314 M321 M322 M332 M343 1X1349 M371 M381 

M391 M392 M413 M510 M521 M522 M530 M531 M532 M540 

M630 M640 M650 M781 M903 M904 Q222 
Markush Compounds 
199716-16602-U 

Chemical Indexing M3 *02* 
Fragmentation Code 

FOll F012 F019 F423 F499 G013 G019 GlOO HlOO H181 
H2 H211 H401 H402 H441 H442 H481 JO J013 J014 
Jl Jill J171 J3 J311 J371 J372 J373 L250 M280 
M312 M313 M314 M321 M322 M332 M343 M349 M371 M381 
M391 M392 M413 M510 M521 M522 M530 M531 M532 M540 
M630 M640 M650 M781 M903 M904 Q222 
Markush Compounds 
199716-16602-U 

Chemical Indexing M2 *03* 
Fragmentation Code 

DOll D601 F014 F710 H4 H401 H481 H8 JO J013 
Jl J171 J3 J311 J371 M280 M312 M313 M321 M331 
M332 M343 M349 M371 M381 M391 M412 M511 M521 M530 
M540 M630 M640 M650 M781 M903 M904 Q222 
Markush Compounds 
199716-16603-U 

Chemical Indexing M3 *03* 

Fragmentation Code 

DOll D601 F014 F710 H4 H401 H481 H8 JO J013 
Jl J171 J3 J311 J371 M280 M312 M313 M321 M331 
M332 M343 M349 M371 M381 M391 M412 M511 M521 M530 



M540 M630 M640 M650 M781 M903 M904 Q222 

Markush Compounds 

199716-16603-U 



Chemical Indexing M2 *04* 
Fragmentation Code 
HI HlOO H181 JO J013 
L2 L250 M280 M313 M314 
M392 M416 M620 M630 M640 
Markush Compounds 
199716-16604-U 



Jl J172 J3 J371 KO 
M321 M332 M343 M349 M381 
M650 M781 M903 M904 Q222 



Chemical Indexing M3 *04* 
Fragmentation Code 
HI HlOO H181 JO J013 
L2 L250 M280 M313 M314 
M392 M416 iyi620 M630 M640 
Markush Compounds 
199716-16604-U 



Jl J172 J3 J371 KO 
M321 M332 M343 M349 M381 
M650 M781 M903 M904 Q222 
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(57) 

[IKSt^^S] Pro-A-B (fcy^Lft=Phe.Lys,AsnJyrJh 
r;B=Pro,TrpJr^r. ) T'^SixS h U'^.rf^F. 

-^■|>EI6fflf£!fi!l- C-D-Pro (3t;t'LC=Tyr,Glu,Pro;D=As 
n,Ser,Arg,Tyr2r^-t) T^^iXhhO^r^Y. 



1 

[fi^fl 1 1 Pro-A-B (fct*LA=Phe.Lys,Asn,Tyr.Th 
r;B=Pro,Trp5r*-r. ) -C^^tLl h V ^Ti- Y . tfz 

[iS*3K2] C-D-Pro (/^;t'U=Tyr,Glu,Pro;D=Asn,S 
er.Arg.Tyr^^l") -C^:?/l^bU'^rf-h\ tfzii^ 

mmm. 

[a*^3] Thioproline-Thr-TrpT'/jN^iX&h'J'^ 

b mwLti-i>^fM<7)m'm i m-AmmtH)- 1 

[0001] 
[0002] 

XhU-: vol.37, p.2122,1994^ P : vol. 36, p. 300. 19 
m, ^^4-502306^^a, !^^4-502308-^&«. ^ 

^n-mmmm^ (tnf) *>^>gi»$<T^TN 
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h'cosijjswi: ix<ommizmLxiiztitx±<^(,ti 

[0003] 

[|&BflA*)»^Li3t-rSil!fi] *l6BB#ii,|J, mm 

(/)mi^i(t-XAi:m^x\>^<o*>iz^(om^j:mm 

mm^Lx\^t<7)iimm-m&mKmxht:i 
b^mi>zmr>fz. -muz. s&mbs&'Rb<7M^ 

iziiSmSi¥<om^j:mmim^LX\>^hhcr>b^i 
^>nTV^&*<. 7*07- r—tffc^<?5'fybh'^'-i: cote 

[0004] 

immimm-ttrzifx^^m ^^wmt^a^^h'J 
^ri-v(Dr^ymi.mbLxm^(n^&=!'Mm. m 

Z.ii K-Sm. Yes. Ret. Kit. Fb. ErbB. Met. Ro 
30 s. Sea. Trk. Src. F«r. Fyn. Lyti. Lck. Hck. Abl. Ar 
$/i>t3»i-if-:5'*tni/-(SH)h-^^yi:W 

mtxmancr>i^^izm^-ttmm^mLfz, ^(o^ 

[0005] 8|I*>. *l6BB{iPro-A-B (:t3t'LA=Phe,Ly 
s,A5n,Tyr.Thr;B=Pro,TrpSr^^-r. ) f^SixS h U'^- 
40 rf-H. tiiM^1X(>cr>9LWti\iZWf>h1Xk.^^^^ 
^b L-C^*i-*Elifi«iB!l.Thioproline-Thr-Trp 
Tth i oProXJiP ' ) T^Sitl) h 'J'<T-?-H. 

^^hmsmmi. Giii-ArgT*3<is v'^rf - h . 
tzmfi^mMmzm>hfif:i^^^mb lx^ 

^■thm^m.m. C-D-Pto (f^fc'LC=Tyr,Glu.Pro:I>=A 
sn,Ser,Arg.TyrSr*-r) •CS^Stl.SMJ'^T'f^F. 

50 [0006] 



3 

5 ymmt LTIiM;tJfPro-Ph€H>ro. Pro-Urs-Pro. 
Pro-Tyr-Pro, Tyr-Ser-Pro, Glu-Arg-Pro. Pro-Tyr-Trp 

5lJfcLTttM;t{fGlit-Ar«=5ri:T'*S. ^m\liZt5\>^X 

c -r 5 Hfti«««ct LTJir 5 /a. r/i-^^i^r 5 y 

UK. iW8. 7vyHg. vu-^f yjjf. nvNi? 

[00071 *5lB^t«M3S h y V . 'J^ri- y 
it^mmm ga«cofl:^ (t) oiz 

S ^ t *>"t'# S . h y '^r^ F ~ 

iioT s yRk » (3- ^^wr 5 y 7-p 

5H(DI*). =Jyt^)VX)V-^^^i^Y(imi)^ T-feb-h 
»J;K IJ-i^'^r^l^^-s y-Yyf^^Yx3yyy{mVj: 

Y<rmm&<rmm. y y y)Viixi^^yx)Vit-y 

(TMSFAS) ^Avv-^A/KSiSrlBaSi: 
7k*«jlBi7£^««fl:7-y'<t** (HF) 

TM)Hi:«&ie-ti»c:tt>*4) > »K*sv^{i^:tL^.£0 

-y ^ Wig^li? n-? h /5 7 -f - ( T L 
C) <^)-«W^^ra?:fflv^l.ik*''T'5a. S^MEfi 

eyj^>-* (4:1:1: 2) *S:fflV\ X;JC-/ K?) 

(HBr) -->t Hyyft^fflv^ic: 
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[00081 *fMB«Ellffl^i|SjJ4s ELhco i d tci L-T 

^^.ii/chy^r^F. i^'^^T^ K&v^-ecT)^*, 

10 AlAlH*)tOO. Ol-lOgJ lIlIi;t{iSil5ltc 

[0009] mmmmmm^(7y9^m'f'cm:i 
tz^m&fmco^m&iiz*^^ y y ^n- Ym^<^ 

fi(7)^riz^ittmttzi'>xm&<mm. mm 

y-;P-2-'Y;l/] -2.5=Jy :^-/yrYyYV'^MMfm 

<40li.{fv-Ha-ras, Ki-ras, v-src, c-erbB-2. v-«os. 
SV40^: k <03Sjie^ tM LtNI H3T3l8«t^aiflS^3Yl 

[00101 

imm] 

1 CPro-Phe-Pro(PFP)c7)^^D 
Boc-Phe 2.7« (10Syt;l') , ProOBzl HQ 2.4g (105 

30 yt;i/) . i-bKodfi^'<,>'yhyry-;KHOBt) 1.5 

g (lUyt;W) *DMF 30«lfcSf»t. *?^«lfl5Tt[)MF 
IdlfeMLfcWSCD HCl 1.7g dlSytyl') i:WTb 
ti. hyx^yi/TSXTEA) i.fM^Mt. Jit^pHWi 

miTm'-iX'hhz t i:vmLti^. mf^x-mim 
Lfz. vrHiLtiim^pj&Lxm. iFmrnmuL 

fz». a^B!X^;KEtOAc) 300«liS:JPX. 4I^gE*^ 
hy>A(NaHafe)(^10W«a(NaCl)*iSill, 10!afaCl*» 
0.4M^xyKiO10ZNaCl*j8Jg. 102NaCl7K^<n)« 
izm Liz . EtOAcaCil^BSl?:?- F y A (Na2S04 ) iSr 

40 mixm.^. mmiWiWiv. mti^'^^-i^- 
fpxwmmtti. z<r)mmiz4n ^wj^t^v-y 4 

jKirtSS#^2|=IS0iKL, |i|a{=>''x^;l^x-T;U 
(Et20)*3!nitaBtt^Sf^*2|sI»0)iL/^, 

ffiS6@UfcS6Bmit. Z-Pro 1.5g (6.2Sy^:;l.) . HOB 
t 0.84g (6.85 yt;P) ^Mt. DMF 30aHzm»Ltz. 
TiO^Hmr. DMF lOilfcSfflLfcieCD HCI 1.2g (6.85 
yt/P) ifSTLti. TEA 1.6«lfpH7-8ti^Lfc 
50 ft. ssT'i.gesaes-frfv:. S<:>t4X:-C*fcSR;5^ 
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Lit. EtOAc SOOilSJnx. 4ZNaH(»<?5lOBfaCl7|q§«. 
l(aNaCl;7|<^?S. 0.4M^xy»<r)10XNaCl*^?R, lOXNaC 
1 ymW.(r>mi,Z^ Ltl . EtOAcJit*|7kNa2S04 SrHPi-t 

izx-»imsLty^, mmx-mmi. 

TLC fe';l^y;P60F254g|S^«t{i. ^'on*;!/ 10 
Sr*i6«ffifg@Ly;:. iti-SrMeOH 20.K »lK(AcOH) 20 
m nyi;^M./:/i-:i'.y{?d/0 (51.60X-^*!H!I) 

JU(rt^.6ciX«S«)ci)T#I«l»l!Lt. TKTiSas 20 
L. 175^i^3y*;t05a- (*s;10«l) Ti^aUc. «- 

-/l' : mm : try : *=4 : 1 : 1 : 2 ( BAPW 

^) ^fflV^/^. ) t'fllSt(Rftf 0.39), HWiftc^Xd^ 

x^eawift) i.og $-#Jt. c:c:i-c<?5)i»R*«428rT' 

fcofc. im^^ C19H25N3O4 MW.359.43 IW« C 63. 
49. H 7.01. N 11.69. ^*f« C 59.41. H 7.42. N 10. 
66. 30 
[00111 2 CPn)-Hie-Pro<^r-irf-;Wk 

*(Ac-PFP)<0^«3 

mm 1 ■C'#<onfcPro-Phe-l>ro 1.2g (3.3S ^)=t)V) 

^*iortfc:»WL. iitfc N-r-fe^;^x^'>'W s h 

(N-ASI) 1.5g (10$ 'Jt;k) ^Mt. IN *Sit;;*y'> 
A*S}aTpH^|«j7fc:il8»S^-C»««a?L^c. 
miWm. •fe^rr-y^'X G-10*9A(rtg2.6ciX 

ft360c.)-C*SimS»L/^. ^^^iJ'i^ay^TLCT 
miL. «m@-tl.tTLC-cm-;^^7h 

jpAPWi^ Rf=o.56) i:^-th^r^)vyrxmtm 40 

1.2g (IR*9(«) imt>Mt. 7«^«f C21H27N305 H 

W. 401. 46 IhSCtt C 62.83. H 6.78. N 10.47. WSxiS. C 
59.69. H 6.50. N 10.97. 

10 0 121 mm 3 CPro-Phe-Pro<^-r 5 F^fb* 
(PFP NH2)C0^«] 

Boc-Phe 2.3g (8.8S l> . Pro NHa l.Og (8.85 'J 
. HOBt 1.33g (9.85 'J SrDMF 30«UC^JB 

L. mm^. m lOiifcSffltyt wscd hciowhs. 

24 36.46) 1.7g (8.85 Ut;!/) *)jSTUc, TEA 1.7b1 
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fi. 4^cr«^^e$^i:^c. Kj5fi. mtmitmrnz 

SlUat. Boc-Phe-Prt) NH2i&ilfe>|lltt!»t LT#^. C 
iXizm SS/s^'^r^^fy 16il. f-:tT-y-/P 1.5b1 
i&lDi. *?^T1I^BH5^L^. UMiMl 
L. %^1XitmS.\Zl-^o 2.0g (7.95 . HOBt 

l.lg (8.85 yt;P) ^JPi.. DHF 20ilfc»J»tJt. * 
i^JS^PT. DMF 10«UliSJSL)tWSCD HCl 1.7g (8.75 U 

t;^) imrtit. tea i.siixw-sti^LJta. 4 

firi\ z-Pro-Phe-Pro mi<r)rm?^^%ti. mmit 
mmz^yr^"j9X LH-20;!)5AT-^S!L. TLCT' 

t20*-^>feS^Sit. Itf^fi 0.2g (BAPW^ Rm).48) 
Sr#t. ^C:^T<0)i^^±393:-C*o/^. TiMm 
C19H26N4O3 Mlil.358.44 thSe C 60.37. H 7.31. N 15. 
63. ^*f« C 60.48. H 7.38. N 14.55. 
[00131 IQtgi 4 CPro-Phe-ProcON-r-t^^l- 
C-r5 K^I:»(Ac-PFP NH2)(^)^i£D Slii0i!3-c# 

htmm m i.og (2.8S y t;i') fc:*6BiSrjDi.T» 

»L. lliS0!2i:^«fc:R;B-^M-^l.;t{:iJ;-^TB 
WW o.9g (Umul) ifimtu::. CixJiTLCT-Jji- 
(SBffiffiBBJAPWiR Rf=0.62) m-lii, jiM^ 
m C21H28N4O4 MW. 400.25 imm C 62.98. H 7.05. N 
13.99. ^Vim C 58.91. H 6.68. N 13.01. 
[00141 mm 5 CPro-Lys-Pro(PKP)<7)^«] 
Boe-Lys(Cl-Z) NH2 3.5g (7.15 Ut/l^) S:400il 
OEtOActg|»L. 0.4M^'XyKcO10KNaCl?k^. 102N 
aCl*^cOIB(caj*L;t. EtOAcJl{CiE*Na2SO» 5r jDi. 
TBWca. »«$-jiJBES*t. rt/l-^rXttcT) Boe-L 
ys(Cl-Z)5■^|7t. ZtLiZPrmzl HCl 1.7g(7.15y* 
;P) . HOBt l.Og (7.75y^:;P) tVSO) HCl 1.5g (7.8 

5 v=t)i^) irMtmam tmm^z^ • msL. boc- 

Lys(Cl-Z)-ProOBzl*|#;t. ^#/S><xy::9£®ft*llttM 1 

fci^aifcisjaatTBoc^^i^L. ni^fu::nmz2-p 

ro 1.7g (6.85 yt/l') . H(Bt l.Og (7.55 yt/l/) . 
WSCD HCl 1.5g (7.85 y*/W) t:1iaim^mi tmtiZ 

SK - fifSL. )*K£7)Z-Pro-Lyz(Cl-Bzl)-ProOBzl?:# 
St. 5g{2C:fL?-b7rT-yi?X l^2Q:f}yMlHm.ecm 
X:ft$60c«) T»SiL.. TLCT'JJ»I»-'<OX;K-/bi& 

c7)EtOAcfcS*»t^Et20$:jDi. J^SfTS^fcTte^ 

L. tefyga 2.68gJ#^. ^lOjSa^^AcOH 36.1. MeO 

H 24Bit^ji?L. msuMi bmmiz^mmiMjf^x^ 

S2.6cixft$60ci)-C^«f»»L;t. ^yy^i^a^i: 

TLC (SBBjaasajAPw* Rf=o.oo9) -ci^l. @w<^ 

fert;^7r x«B«1?j l.4g^:Wz. ZZtX'<Dm. 
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iR^i63:-cj>-o/^. teS^w ci6H28N4O4M1i.340.42 n 

mm C 56.45. H 8.29, N 16.34. ^Wil C 54.06. H 
8.59. N15.27. 

[0015] mttm 6 CPro-Lys-h-o<7)N-r^:f-;H^: 
«c(Ac-raP)(:0^)fi:) 

llife0l|5t1l^>tl!tPro-Lys-Pro<;OTt^P7r:^*^!ft 1- 

2g(3. 8 5 y t;^ ^tkioii l . mm^mzmm 

N-ASI 1.6g(11.3 S.V^fl) i:Ml. SST-lftM 

(CHCI3) t^ML. CHCl3:MeOH=10:lCO^I?STf^ 10 
mtt:i^*J:^yfl' C-200Xr5i^{rtg2.2cixS333ci) 

CHCl3:Me0H=10:l<Oaf?8P00«lT. ^LTMeOH 
cOAT^aj^-fr. *«Jl0il<O77:7>'3yC^Bt. #7 
^^'>-3>$rTLC-CilSLT. Smscr>:x.^'yh%:^ 

ft:. ^iiS-i«<0*t»jim. JWSSaS-rstTLCT 
*-;^;K>yh (SI3^«5APWi^ Rf=0.40> 
rt;P7rX4m 1.25g (76» AJ#f>*iJt. «aE§y^ 
my^^i' byKNHR)-Cx:/^;K0ffii:5^«JEL)t. IH NM 
R(DMS0-d6,5) 1.82(3H.s) 2.15(3H.s). 20 
[00 16111110! 7 CPro-iys-Pro NH2(PKP NHt) 

Boc-Lys(Z) 3.5g (9.25 Ut/l') . Pro NH2 l.lg (9.2 

SU^^l') . HOBt 1.34g (9.95 >Jt;P-) . WSCD HCl 1. 

95g (105 u b imm 1 1 mm^m6 • am 

L. B«!B!I Boc-Lys(Z)-Pro miirM&mmtLXn 

fz. mmmi ki^at=S!aLT*iA>ixft:«atcz-Pro i. 

5g (6.15l»t;P) . HOBt 0.85g (6.35 . WSCD 

HCl 1.3«(6.85'Jt;P) tSriai.. HiliMlicailt 
3t**f:P«t:RiEL. Z-Pro-Lys-Pro mt^Wmt 30 
LT#. Cl^iS-lltlBHIl tN^t-b^TT'/^'X LH-20 
;& 7 A-CS« LT T L C TJ JQ'#-<OX.-K >/ h 5:-^^. S 
toS^^lfc. liv^T101Pd/ci^fflv^ft:?|^g«MS7a£t: 

(sgi^«ajAP«^ Rf=o.i7) i^it'smi hum 

^ixfi. ZZtTCimpmiiSSSLTh-yti, C16H29N6O 
3 HU 339.44 tWtt C 56.62. H 8.61. N 20.63. ^^*f 
m C 51.56. H 8.83. N 18.63. 

10 0 17] & CPn)-Tyi-Pro(PT[P)£O^J«] 40 

Boc-Tyr(Rzl) 2.0g (5.35 Ut/l^) . ProOBzl HCl 1.3g 
(5.385 'J . »€Bt 0.81g ( 6.05 Ut/P) . WSCD 

HCl i.i4g(5.95ut;p) imn^mi tmmizm^ 

SWft Bo<^-Tyr(Bzl)-ProOBzl^&#fc. CKOfg^ft 
(=llttf?ilfcPl»t3K5!iaLTBoc*lr|^L. #^>n 
ftlEiStC Z-Pro 1.3g (5.15 'Jt;P) . HOBt 0.76g (5. 
6 5'Jt.>P) . WSCD HCl l.lg (5.65 Ut^k) SrjST 
L. llifeMli:HtttRl6$-«**a. ^yrryi^^ L 
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8 

@L•r2.68g^:^lft;. zmmAfmt^s^i^x o 

»i«aLft:Ot>. -b^rr y^x G-10 *9i.T«S!L 

it^it. ^^tmstirprnt. te«i-sfci.i6g*«fiA> 

iift:. i^*-e«)M[JR*{i55!:T*)'5ft:. .rtOtcOJi 
TLC-cm-::^jK-yh (SS^BAPW^ Rf=0.32)2r^ 
Xft;. Ttm^^ C19H25N3O5 MW375.43 ft^lfi C 60.7 
9. H 6.71. N 11.19. **f<l C57.54. H 6.94. N 10.1 
9. 

[0018] mMi 9 CPro-Tyr-ProCON-r-fe^;HL 
*(Ac-PYP)<^«3 

iatM8'C#/^nft:Pro-Tyr-Pro Ig (2.65 Ut;!') 

-Asi l.lg (85'j*;p) tiiai. mtrntrnmiz^ 

S-li-. Rl5?S^^op*;l'A 20ilTlilja5-tl.Sf^Sr5Iil 
«0)gUft:. ^'aD*;l'AJgS-Na2S04riK*a«ffiS6H 
Lft:. ^fiSri^^O^K^IWt. aOSfiaSL. TLCC 
h (SOaJ§*»AP«^ Rf=0.51) Sr^xSilfe 
r*;l^7rx«!ft 0.68g (JimiZ) i&#ft:. 7C«4^*f 
C21H27N3O6 MW417.46 tt^a C 60.42. H 6.52. N 10.0 
7, ^VtM C 54.52. H 6.58. N 11.04. 
[0019] UttSfSI 1 0 CPro-Tyr-Pro NH2 (PYP N 

H2)<^-^jfiD 

Boc-Tyr(Bzl) 3.25g (8.85 WtfV) . Pro NHz l.Og 
(8.85»Jt;l') . H0Btl.2g (8.95 'Jt/P) tWSCD HCl 
1.7g (9.05UW ^jBi. HitMltl^aitRJB 
• »»L. Boc-Tyr(Bzl)-Pro mtf:m&imVl)kLX% 
ft:. =^^>ixft:«Mi5rieSSMlkP«tia5aL-CBoc 
SSrl^t. fmimSmtXEUOiiSttl^StirVitii 

SfeHL^. S6@L/;|gfBfc:Z-Pro 2.0g (7.95 'J* 
^P) . HOBt 1.2g (8.95 Ut;P) S^jDi.. WSCD HCl 1.7 
g (9.05 'Jt;l') S-»TL, HifeWl tPiaifcMttF • » 

SSL. j|!rtt!|*)*#ft:. ^ix^iJ'-4<7)^^y-;PtjS«? 
L. -t7 TT-y LH-20;<?5A(rtg2.6cBX;g$60c 

igj§«tss?aiLft:. smyy^'>3yi:T 

Lccrfilt. l^fc:*«>fc». MffiKfflt. T^;l'7 

rXttB«% 4.9g^#ft:. Ztii:7i:mmmji&izX 
SIK»IIR;5*tT^:oft:1^. -b7rT"y^'X G-m? 

A-c«si*aagsiaat. TLCT-m-x^f-y h {mm 

nmv^ Rf=0.42) ^^i.5ilfeTt;P7rX«@ftm 

2.9g5r^ift:. zztTcrmmLmmnx'h-ot:. ym 

^iSx C19H26N4O4 MM yn.\m%m C 60.95. H 7.60. N 
14.%. ^*f« C 56.07. H 7.19. N 13.84. 
[0020] mm 1 1 CPro-Tyr-Pro<?5lt-r-b^;l' 

fl:. c-r5 K^ft(Ac-PYP mi)(r>^^'] 

laSMl 0T1t^>ilft:PYP NH2 l.Og (2.65 Ut;W) fcN 
-ASI l.Og (75'Jt;P) mm2}imt!liZ.UJ6 
■filSLT. TLC-CJJff^-X^Kyb (gl8^*8BAPW 
^Rf=0.61) i^x.hy^9z^Byif^. WMLWf^ 
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1 0 



fc. ZZt'C(D!fimi9fXrCt>':>t:. HM^Vf C21H28N4 
O5 MW 416. 4« IhSfi C 60.56. H 6.78. N 13.45. ^ 
W« C 55.11. H 6.01. N 13.09 
[00211 mStm 1 2 CTyr-Ser-Pro(YSP)<r>^ 

Boc-Ser(Bzl) 2.0g (6.85 'J . ProOBzl HCl 1.6g 
(6.8S 'Jt;l^) . HtBt l.Og (7.5S Ut;!^) 2:DMF 20b 

immv. mrmi^ty. dmf icitiKaufew 

SCD HCl 1.4g (7.35 Utyi^) izMl. HJIsMitcgK 
L/i*at |^tt{CKJ6$-li:TBoc-Ser(Bzl)-l>ro0fel 

llit0!lfcEKL3t*«i:P«t:K»lfc:J:SIBiBo 
ca^l:fifl\ tl'J>#l)t«aE{-Z-Tyr(Bzl) 2.6g (6.3 
. HQBt 0.85g (6.35 "J t^l') SrJni.. WSCD 
HCl 1.3g (6.85 'J t;!') SraSTL. UttWl tRfllt 

x-y^X LH-20;*7AT-fillSUv!. SWc7)75:^'>' a ^ 
SrTLClC-CfllL. ^»ES6HLfc. ZtliEiDfiC 50 
■lt^J»L/;a. 250.1iOEbOSrjDt. Jfeg^ferlfegt 

hZt-a^m^Lfc. ISiftSrS^L. «ESe@Uc (2. 

40g). ncn^^BiymmmTmi-x^stfmMjii?:^ 

«fSfcTLCT*-X;K'/h (fSBBSIBWJ^ Rf=0. 

30 ) 2:^i.$*lfer*;l'7rX«gW!te 1.70g*i#^, 
tU::. iC:*-e<03i3JJK^i68%-C*'5)t. tcS^W^ c 
17H23N3OB MW 365.38 smm C 56.03. H 6.63. N 15.3 
7, ^«ftf C 55.91. H 6.81. N 13.82. 
[0 0 2 2llQfeM 13 CTyr-Ser-PnXON-r-fcf-yP 
C*(Ac-YSP)<0^lSJ 

HSfctSIl 2T^^>flfcYSP l.Og (YSP 2.75y^:;l') fcN 

-ASI l.lg (85>Jt/P) ^jni-^T^i^^ies^t 
(pH*5>8). RiBaSSrSaaa. -t7TT y;7X (J-m^A 

f=o.44) ir^lhsmi o.6gip%i^tU::. r^iirio 

a^^{i54XT'&'>3t. 7C^i^«f C19H25N3O7 MW 407. 
41 mfM C 56.01. H 6.18. N 10.31. C 54.9 

5. H 5.37. N 10.11. 

[00231 mm 1 4 CTyr-Ser-Pro NHjflISP N 

Boc-Ser(Bzl) 2.6g (8.85 Ut/W) . Pro NH2 l.Og 
(8.85 yt/l^) . H0Btl.30g (9.75 'J^;P) tCWSCD H 
CI 2.0g (105';t;P) SrjDt. l^itW 1 1 N^tcRjE 
Boc-S«r(Bzl)-ProNH2iSr}^«!|iJi:L•C^I>t. icO 

mmt^. Ztlim^L. Z-Tyr(Bzl) 3.2g (7.95 
•Jt/W) . HOBt 1.2g (8.75 'J Hvx.. Wfizm 
mttiVSO) HCl 1.7g (8.85 Ut;W) i^OTLst. 



R«*-tfV\ -b7rT-y^'XG-10;&7AT«|!UTLC 
Tl2W-<0X,-K-y h (SraijSlBAPWi^ Rf=0.44) 

fc. *ifer*;i'7TX^^ i.7g*«j|<5>ii>t. 

4.39 tmrn C 56.03. H 6.63. N 15.37. C 5 

3.91. 11 6.71. N13.82. 

[0 024lllftM 15 CTyr-Ser-Pn)(7)N-r-fef-;P 

10 -fk. C-T5 K'fl:«c(/V:-KSP NH2)c7)^«: 

lliteil4T#^>n/v:TISP NH2 0.8g (2.25»J^;P) 
t. N-ASi l.Og (75>Jt;l') ^Jnx. llifeW2fc!:|2« 

MtO^tciSIBL. EtOAc 10il-C5IlIttaiSrMt0iiL*« 

s-aia!ag-tsfc«ifert;i'7TX*e!Kio.87g (jr* 95 

I) *«#^>fUt. ^IfiOtcOJiTLCT^— Xdf-yh (S 
gBSII!5/iPW5SRf=0.56) i£-4i.3t. 
[0 02 5]||ifcM 16 CGlii-Arx-Pro(ERP)<?)^ 
20 JSD 

Boc-Arg(N02) l/2AcOEt I/4H2O 3.7g (105U^;l^) . P 
roOBzl HCl 2.4g (lOSU^r/P) . HCBt 1.5g (115 »Jt 

yp) fcwscD HCl 2.ig (11.05 >Jt/P) ^Jni. mtm 

li:Rait:SJB?-ltT»aL. Bo(^Arg(N02)-ProOBzl5: 

SaSfflLJt. #^>tut?Att!ftfc:Z-Glu(Bzi)1.7g (5.05 
•Jt;^) . HOBt 0.75g (5.75 . WSCD HCl l.lg 

(5.55 ut/i') imrL. lufcgil t^aitcRjEL 

30 an;?.. ?&a-rSf:lgiBifl:Lfc, »,aS-rRL. «ffi«6H 

t2.3g<:^BliS:#^c. ^Oj^S^^i^SftBiT^T^ 

X G-10;i&7A-C«[S!tT. TLCT'*-<^X,-K.y h 
(SBB^BAPW* Rf=0.007) i&^i.l.^^^v'ay* 

1.3gJ#!t. ^C*-C<7«i^$|J322rfc-?7t. Tim 
^Vi CisHjslfeOe MH 400.44 tWtf C *7.99. H 7.05. 
N 20.99. j^Vim C 45.84. H 7.55. N 19.52. 

[00261 UtttRI 1 7 CGlu-Arg-ProCON-r-fe^;!/ 
40 ^b*(Ac-ERP)£^j£] 

UttSMl 6-m^./tJt ERP l.lg (2.75 y^yl-) (C. N- 
ASI l.lg (7.15 SrSnx. -Bfe^STiSif L 
7t. SiEJSSriBiBj*. -fe^Tr-z^'X G-lO yHyJ's'Cn 

SSL. «-7 7^y3>s-<iy6aaijU JWS^SL-csife 

h (mmmim^ Rf=0.16) 2r^i.;t. 7C«ii-*f C18 
lboN607MW442.47 ««« C48.86. H6.83. N18.99. ^ 
<i C45.89. H7.03. N18.07. 
50 [00271 UtetHI 18 CGlu-Arg-Pro<OC-r5 



1 1 

f*c(ERP Nlk)(^jR) 

Boc-Arg(N02) l/2AcCEt I/4H2O 3.7g (lO.OS >Jt 
)U) . ProOBzl HCl 2.4g (10$ 'Jt/P) , HOBt 1.49g 
(115 Dt;l^) tCWSCD HCl 2.1g (llSUt;U) 5: Jo 
i.. llit0!lfcl^«fc:R;5t. EtOAcOftbOti^np 

itSat, EtOAc^jD;c Stasis Lit. :?^>fcEt20^Jn 

fc:2-Glu(Bzl) 1.7g (5.05 yt/P) . HOBt 0.75g (5.5 
SUt^P) ^jDiWSCD HCl l.lg (5.75 yt/P) SrjffF 

G-10;<?^AT-!BS!LT. TLCT(5W-X4^ y h 

(g|82l*©APW^ Rf=o.2i) <7)y^ifi^3yi:m>iM^ 
■rsi:0.2g)6^^l<^>n>^:. i^:*T<7)at:iR*Ji6rCfco 

fe. 7C*:a-*rCi6H29hh05 MW399.45 ftSfil C 48.11. H 
7.32. N 24.55. C 46.61. H6.92. N22.34. 

[00281 mtmm 1 9 CPro-Thr-Trp(mi)<0^ 

BE] 

Boc-ThriBu 3.7g (125 V'fifU) . TrpOBzl HCl 3.8g (1 

2sy*7i^) (TMvmiiz^ *?^tBrr. TEA^jni.T. p 

fc P«{IfiHt!ia LT . Boc-Thr-TrpOBzl b LX 

m^^xmnkmitmrnizmmtx. nocmm 
^L%t,tvf^mu^-PTo 2.8g (ii5yt/p) tani. 

DCCD 2.5g (125'J^yl') ODM? 10»l^^iBTL. 4T: 

•c-Hft^^-ti:/^. itisfts:;^^. ^mimmm 

L. HilMl i:l^«fc:«uaLTrt;i'7TXtt!fis 4.2lg 

ipmtifi. Z0)di^2&i:7ii$^$^im7tmx'mmm 
•ti-. iismk. i£a^rjRLSiEjsu.40g^#^. 

r'<OjiatJiX*{i30%T<5oys. TiM^Vr C20H25N4O5 MW 
402.22 imm C 59.69. H 6.51. N 13.91, mm C 5 
5.90. H 6.41, N 12.75. 

[00291 HifePI 20 CPro-Thr-Trp NH2(PTW N 

Boc-ThrOSu 6.0g (195 5rDMF SOilt^Jfft. T 

rp NHaJfiiee 4.6g (195 tHOBt 2.9g (215 'J 

TEAl&aaDL. pH7~8t*J)&ifc^iligft WCO HCl 4.1 

g (215l)t;W« DMF lOBl^SrJni.. A-CX'-M^ 

^•tt. rat^jsffisnift eioac 500 
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1 2 

WttBoc-Thr-Trp WfeSrJSfejlllttttt Lr8.3g(87X)S-^ 

7.2g (165 *J^/l^.98X) Sr#;it. ISk^TClilt Z-Pro 
4.1g (165 \)^)\^) . HOBt 2.5g(185 •J*;!') . WSCD H 

CI 3.5g (i85ut;p) mt. m^mi fci^sitsje 

$-|J:j!!fflLT. Z-Pro-Thr-Trp NH2i&rtyW7rX4jt!Bj 
tLT7.3g(7QZ)^#>::. C«rt;l^7rX«!!4l 2.5gfc 

loz Pd/c igSrjniTHitw 1 tmmizm • 

t. #-X;Jf-y h (Sia^JHSAPW^^ Rf=0.47) *>^>^rS 
Smi l.OgAmhtUi. 7c3l4^«f C20H27N6O4 MW.401. 
33 tf»tt C 59.80. H 6.78. N 17.46. 4^*ftf C 57.6 
3. H 6.94. N 16.27. 

[00301 leifetf! 2 1 CPro-Thr-Trp NH2<0N-r-fe 
Wk«c(Ac-PTW NH2)C0^«J 

iytW2o-r#^><xy::Prw nh2 o.95g (2.45 utyp) 

»-ASl 0.9g (65 Ut/l-) SrJai.. Mia-C-i«RJE$-«: 

Jg*^L. ^'DO*;PA:^^y-;W=3 0 : l^OSaET 
fmLfci^'J^^^^l- C-200 («3t*©^) ;&7A(rtS 
2.6ciX:g$45ci){dB«[L. ^'no*;PA : X^'y-;!/ 
= 30 : am 400«1. 10: IMW. 300«1. ^rJ'y- 
;KO^50Qil-CS?aj§-»i-. «77^'y3y (*«H0«1) 2: 
TLCT^x>y^'a. 7^:?^a>72*>^>75*'Ci&*«) 

tilfer^:;l'7rx*^!t!) 0.ag*^^l^>i^^:, CiCiiiTco 
jiSUR$ti75ZT'i>3t. ClcOtOJiTLCT'*— X,-K-y 
30 h msmmfSVJk Rf=0.64)5-^i.t. 7cS^«f C22H 
29N5O3 MU443.50 ftj:e C 59.58, H 6.59. N 15.79. 
j^Vim. C 56.98. H 6.54. N 15.34. 3g*t^^>iUt. 
[0 0311lliiea| 2 2 CthioPro-Thr-Trp(P'T 

Boc-ThrOSu 3.7g (125'Jt;l') , TrpOBzl HCl 3.8g (1 
25»Jt;l') CODMFSF?St. *?$JSltfT. TEA^Ja;cT. P 

mmizwrnLx. ^oc^Thr-itvom^m^tLxn 
tz. i^\^xmstmi tmtzmsMtx^mm^ 

40 L , # ^.n3tSiiEtBoc-thioPro2. 8g ( 12 5 'J ) t 
Jai.. HOBt 1.784g (13.25 •J^;^) . WBCD HCl 2.53g 
(13.25 'J iODMF 10il^g?S5:iffFL. 4X:-e-% 

Rffiz-^. ikMmmwt. ^mimmmi. mat 
mibmtiz!mLX7=tfi^yr^mi e.3gmi^ti 

tz. ;<?<y7"Uy^^t<J:')^l^>iT/cBoc-thioPro-Thr-TrpO 
Bzl 6.3gc0HF(cJ:S«il»<r)IBBfJ4J':lTO3i0tff-5 

Boc-thioPro-Thr-TrpOBzl 6.3g£10^LT. -^-it 
-f/lHFtCi *)milt:. Hlt>. Boc-thioPro-Thr-TrpOBz 

50 cii^rasv^Jt. sje^£K^'fr>(x-r-kh>7& 
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rj^aiT. HF ioo.ii&«A. o-cTmBH»?t=5r*j<i> *siagiu.40g immmox) mtz (bato^ iif=o.3 

SJE^-^^. *sST;^eix-^'-t1IF-Sr«ffl^t. S 3) . 7C*^«f C2oH26N40b m 402.22 It^Ctf C 59.69. 

kz-gMTT^ynzxmk^^c, n^ixfmmioxmm h 6.5i.n 13.91, mm c55.9o,h 6.4i,n 12.75. 

*^?SlOO«UCTS))fL. 50«l(Oi^'X^>UX-ryUT2 [0 0 3 3lltStfi«l 2 4 CGlu-D-Arg(E-D-R: Arg 

^^H^SrtfftLT. jKiSeS$-li:;tii7)3.2gSr^J,-Sco Z-Glu(Bzl)OH 3.4g (105 Ut;!.) ^ D-Arg(N02)0Bzl To 

^UUiY.)VM.-]l^J~)VmW. (5:1) \,mmL. s 4.82g (105 'J . HOBt 1.5g (115 UtyP) ^DM 

»J*y;W*5Ai'o'7hr^7^-fcJ: OWflL. BW F lOOiKC^W. ijc^^Tv WSCD HCl 2.1g (115 ^)^)V) 

1?92r#/i. JRfi0.6g^TLC (BAPW^f=0.62) ^Mt. UttsWl fc^ttCR^^-l!-. SttMIS'ffoT. 
X;^ ? hSr^i.yt, TC^ii-W' C19H25N4O6S MW420.53 10 Z-Glu(Bzl)-D-Arg(N02)0Bzlc7)}A4J^5.3g (85 " 

fts:« c 54.22.H 5.99. N 13.35. mm c 55.90.H ,v) iwz, ^<r>m.mwmjimzxmmmt: 

6.41,N 12.75. ffV\ -b7TX-!'^'XG-10;<p9ATfil»L. TLmjer 

[0032]^e^ 23 Cl>-Pro-nii-TrpNH2(D- #-COX;K y h^J^-tSSWIftcoy^^'j^a y?:*^), 
PTW NH2: ProJiD*)co^j£D ■ ate^eSsSrffo^c. ilfert;l.7rxttiHjt LT 

Boc-ThriBu 3.7g (125 'Jt;W) , TrpOBzl HCl 3.8g (1 1.82g ( 6 5 V^)V) i&#7t (UC: BAPW^ Bf=0.5 

25 cODHF^SEfc. *}$«SfT. TEA^JotT. P 8) . jiMm CiiHiilteOs. HU 303.33 ttfi«[ C 43.5 

H7-8T'fcSii:$-«ri2a. mmib 2, H 6.92. N 23.14. Htm. C 42.98. H 6.88. N 2 

^ait«J®l LT , Boc-Thr-TrpOBzl tLXn 2. 76 

#^<Ut««l(CZ-I>-Pro 2.8g (115 Ut/P) ^JD 20 ^'riyZfr y^f^^yf'^- (Xy^ Vi^yX^^X) fc 

DCCD 2.5g (125 'J iODMF 10il}§«Sr«T 5£lS)te?erbB-2T'}BM!|£ait^NIH3T3}BJiai&Atl. 1 

swisL. mumitmmizimLXT^/iyrxmis L.drcc/wm^x-o^jLK-ir^'cmnL.zm 

A.immi^w^. 2g^«f«a7ci£"effa ^iz5Bm^smimx'mmmm^(yit~pf}x 

T-z^^j^G-m^At^sLT, •nrcimm-XTt:^ 50j«g/ii) -ec^^w-a^^i (^1 ) tz^, 

h i:^x.hy y^i/B >^ik»m&^ V.tz. im\Z'}f [0035] 
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[00361 2 CHTTa^D 

\m'm^'ktiv^mzmn(rff^^x'mx^tm. 

H3T3«IJfi$-5xio«iM)B/«l J: 0 (cSSL-ec7)i00At 

i:L)t. ^^)ri--h^37X:. 5!;m<fx^y^a'<.- 
^'-4>T'-lft^«Si880//g/«l<O«g(^*^i.Kr-b 

(iKjRg£80/zg/«l) . ^ixS:37X:. 5ZKiWrx>f y^^r^SS 



40«^-^'-4»'mia^»^5^ili8S<^MrT. PBS(-)jg?S 
10/zl5r^»>x;l.tcg^DL37C. 53;ill!S!;yx^ 

tL'^W^mM^%\y(i^yV'- V J^3000n>». I54i- 

OiJSSrtR^ILTKOI^^, 150A£l<7)DHS0^§a)nLr 5 
^■»»--T1Sflia. ^i.y'J-r-tA>ttT540n.{cj3»t 

2 (^2 ) fcl^Kt-. a2*F25. PHI, S59. ert)B-2, ^ 
re, v-Ks. SV-40{±-e/l'fiXc-fl-ras)SMjife?. v-H-r 
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T\ v-srcffisite?. v-«sSfijte?. sv-4(»sgc)ie * [0037] 

050% 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] The tripeptide shown by Pro-A-B (however, A=Phe, Lys, Asn and Tyr, Thr;B=Pro, and Trp 
are shown.), or the remedy constituent which contains those salts accepted physiologically as an active 
principle. 

[Claim 2] The tripeptide shown by C-D-Pro (however, C=Tyr, Glu, Pro;D=Asn, and Ser, Arg and Tyr 
are shown), or the remedy constituent which contains those salts accepted physiologically as an active 
principle. 

[Claim 3] The tripeptide shown by Thioproline-Thr-Trp, or the remedy constituent which contains those 
salts accepted physiologically as an active principle. 

[Claim 4] The remedy constituent which contains the dipeptides shown by Glu- Arg, or those salts that 
were accepted physiologically as an active principle. 

[Claim 5] A remedy constituent given in any 1 term of the 1st term of a patent claim characterized by 
being the derivatives by which the amino terminal of tripeptide was acylated, or those salts that were 
accepted physiologically - 4 term. 

[Claim 6] A remedy constituent given in any 1 term of the 1st term of a patent claim characterized by 
being the derivatives with which the C terminal of tripeptide was amidated, or those salts that were 
accepted physiologically - 4 term. 

[Claim 7] A remedy constituent given in the l-6th terms of a patent claim which are an anticancer agent. 



[Translation done.] 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to the remedy constituent containing tripeptide or a 

dipeptide useful as an anticancer agent. 

[0002] 

[Description of the Prior Art] Research of the inhibitor of thrombin activity is known about using the 
tripeptide and its derivative as drugs (journal medical chemistry: vol.37, p.2122, 1994 year **:vol.36, p. 
1993 [ 300 or ]). Moreover, the development research as drugs of a comparatively short peptide and its 
derivative is seen by for example, a ****** No. 502154 [ four to ] official report, a ****** No. 502306 
[ four to ] official report, a ****** No. 502308 [ four to ] official report, a ****** No. 502309 [ four to ] 
official report, etc. In these researches, a prolyl radical is contained in the amino acid sequence of the 
peptide, and the number of amino acid of the die length of an array is five or more. These peptides can 
also be said to be the TNF amelioration peptide guided from the tumor necrosis factor (TNF). Thus, 
some researches which use a short peptide as drugs were made, that intracellular is easy to be 
incorporated considers a short peptide enough ~ having ~ in addition — and since it is decomposed in 
the living body and they serve as harmless amino acid, it is thought that the side effect over 
administration to a living body is hardly produced. Therefore, it is thought that these short peptides 
begin cancer and can serve as promising drugs as a remedy of other diseases in the future. However, 
about the utilization as an anticancer agent of a short peptide, it was not known at all until now. 
[0003] 

[Problem(s) to be Solved by the Invention] While this invention persons investigated the growth 
mechanism of a cancer cell, they came to get to know that the protein-protein interaction has determined 
the important metabolic fate. Although it was generally thought that the complicated structure of the 
protein itself was participating in association with protein and protein, the result of detailed research of 
the joint domain of a protease and its inhibitor showed that the peptide chain with a very short part of 
the protein of big molecular weight was participating in proteinic association. When making the peptide 
equivalent to the joint domain of the protein which participates in growth of a cancer cell from the above 
thing live together in intracellular, association with this protein and other protein could be prevented, 
and since it was possible to control the function of this protein as a result, it was thought that such a 
short peptide was useful as an anticancer agent. The object of this invention is to offer the short peptide 
which has the carcinostatic effectiveness, and the object of this invention still more specifically has it in 
offering the remedy constituent containing the tripeptide which has a specific amino acid sequence, 
dipeptides, or those derivatives, and it is for other objects of this invention to offer the remedy 
constituent containing the salt accepted physiologically [ the tripeptide which has a specific amino acid 
sequence, a dipeptide, or its derivative ]. 
[0004] 

[Means for Solving the Problem] The various oncogene products as an amino acid sequence of 
tripeptide with the promising this invention persons, For example K-Sam, Yes, Ret, Kit and Fms, ErbB, 
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Met, Ros, Sea, Trk, Src, Fgr, Fyn, Lyn, The consensus sequence of the oncogene product [ Arg / Lck, 
Hck, Abl, ] which has the array further called the Sark homology (SH) domain was searched, and the 
array which participates in proteinic association through research of the tripeptide equivalent to a joint 
domain etc. was predicted. Consequently, it finds out having the effectiveness that the tripeptide which 
has a fixed amino acid sequence checks growth of a cancer cell, and came to complete this invention 
based on this knowledge. 

[0005] Namely, the tripeptide this invention is indicated to be by Pro-A-B (however, A=Phe, Lys, Asn 
and Tyr, Thr;B=Pro, and Trp are shown.). Or the remedy constituent which contains those salts accepted 
physiologically as an active principle, The tripeptide shown by Thioproline-Thr-Trp (Following thioPro 
or P'), Or the remedy constituent which contains those salts accepted physiologically as an active 
principle, The dipeptide shovm by GIu-Arg, or the remedy constituent which contains those salts 
accepted physiologically as an active principle, The remedy constituent which contains the tripeptide 
shown by C-D-Pro (however, C=Tyr, Glu, Pro;D=Asn, and Ser, Arg and Tyr are shown) or those salts 
that were accepted physiologically as an active principle is offered. 
[0006] 

[Embodiment of the Invention] As an amino acid sequence of the tripeptide concerning this invention, 
they are Pro-Phe-Pro, Pro-Lys-Pro, Pro-Tyr-Pro, Tyr-Ser-Pro, Glu-Arg-Pro, Pro-Tyr-Trp, etc. As an 
amino acid sequence of the dipeptide concerning this invention, it is Glu-Arg etc. In this invention, that 
by which the amino acid of the amino terminal of the above-mentioned tripeptide and a dipeptide was 
acylated, the thing by which the amino acid of a C terminal was amidated, and the thing with which ends 
were embellished like the above are also used. As an N-acylation derivative of the tripeptide of this 
invention, and a dipeptide, it is a formyl group, an acetyl group, an aryl carbonyl group, and an aromatic 
series carbonyl group derivative, and the amino group, an alkylamino radical, and an aromatic series 
amino-group derivative can be raised as a C-amidation derivative. As a salt accepted physiologically 
[ the tripeptide of this invention, a dipeptide, and its derivative ], a hydrochloric acid, a citric acid, a 
phosphoric acid, a tartaric acid, a lactic acid, an acetic acid, a formic acid, a fumaric acid, a maleic acid, 
a succinic acid, etc, are raised. 

[0007] Composition of the tripeptide concerning this invention, a dipeptide, and its derivative is the 
Japanese Biochemical Society edit ******** experiment lecture 2. As proteinic chemistry (below) has a 
publication, it is easily compoundable by any approach of a solid phase technique or a liquid phase 
process. Purification of the tripeptide concerning this invention, a dipeptide, and its derivative can be 
performed by the usual approaches, such as a silica gel colxmm chromatography and an ion-exchange 
column chromatography. There is no definition also in an eluate and it can use the usual organic 
solvents, such as water, a methanol, and chloroform, for it. It is 1 -ethyl about the amino acid of the 
commercial item which protected the carboxyl group by benzyl (Bzl radical) first when describing 
composition of the tripeptide concerning this invention, a dipeptide, and its derivative in more detail. - 3 
-(3"dimethylaminopropyl)- It condenses using condensing agents, such as a carbodiimide hydrochloride 
(WSCD HCl) and dicyclohexylcarbodiimide (DCCD), and a dipeptide is obtained. As a solvent used for 
the condensation reaction of the tripeptide of this invention, and a dipeptide, N.N-dimethylformamide 
(DMF), dimethyl sulfoxide (DMSO), an acetonitrile, 1,4-dioxane, tetrahydro furans (THF), and such 
mixture are suitable. Clearance of the protective group of tripeptide and a dipeptide can use the 
hydrogen catalytic reduction method or liquefaction hydrogen fluoride (HF) which made the catalyst a 
trifluoro methansulfonic acid method (TMSFA law), and palladium/carbon. Generally as a solvent used 
with a hydrogen catalytic reduction method, it is used, and is satisfactory. A methanol (it may outline 
Following MeOH), acetic acids, or such mixture are suitable. The general approach of thin-layer 
chromatography (TLC) can be used for the reaction progress in each synthetic step, or the check of 
purity. In an expansion solvent, the check of a spot can use the hydrogen bromide (HBr)-ninhydrin 
method using a chloroform-methanol system and an n-butanol-acetic-acid-pyridine-water (4:1:1 :2) 
system. 

[0008] Although there is especially no constraint except the remedy constituent of this invention 
containing the tripeptide obtained as mentioned above, a dipeptide and its derivative, or those salts that 
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were accepted physiologically as an active principle, the additive usually used on the occasion of 
pharmaceutical-preparation-izing of a compound may also be included. The remedy constituent of this 
invention may be used as an anticancer agent which has the outstanding activity. Adapted **** are 
leukemia, an osteosarcoma, a breast cancer, an ovarian cancer, gastric cancer, colon cancer, lung cancer, 
etc. Although the medication method of the remedy constituent of this invention naturally changes with 
symptoms for administration, it divides and medicates 1 time or several times with the adult 1 person 1 
Japanese hits 0.01-1 Og. In addition, the side effect of the remedy constituent of this invention is 
satisfactory in any way in anticipated-use extent. 

[0009] The judgment of the carcinostatic effectiveness can add the tripeptide and its derivative, or these 
salts that were accepted physiologically of this invention to the culture medium of the culture cell strain 
which cancerated by various oncogenes, and can observe change of the gestalt of a cell, a reproductive 
rate, a survival rate, etc. by cultivating under the usual condition. For example, it is convenient if you 
use 3-[4 and 5-dimethyl thiazole-2-IRU]-2 and 5 diphenyl-teterazoHum bromine salt method (the MTT 
method) for reproductive rate depressor effect measurement of a cancer cell. Culture cell strains which 
cancerated as a cancer cell stock by oncogenes, such as v-Ha-ras, Ki-ras, v-src, c-erbB -2, v-mos, and 
SV40, such as NIH3 T3 fibroblast and 3Y1 rat fibroblast, can be fried. This invention is not limited by 
this although an example explains this invention concretely below. 
[0010] 
[Example] 

Example 1 [Composition of Pro-Phe-Pro (PFP)] 

Boc-Phe 2.7g (10 millimol), ProOBzl HCl 2.4g (10 millimol), and 1-hydroxy benzotriazol (HOBt) 1.5g 
(1 1 millimol) were dissolved in DMF 30ml, and WSCD HCl 1 .7g (1 1 millimol) suspended in DMF 
10ml was dropped at the bottom of ice-cooling stirring, triethylamine (TEA) ~ after adding 1 .8ml and 
checking that it is pH 7-8 with the omnipotent pH indicator paper, it stirred at the room temperature all 
night. After filtering and removing the precipitation which deposited and carrying out vacuum 
concentration of the filtrate, 300 ml ethyl acetate (EtOAc) was added and it washed in order of 10% salt 
(NaCl) water solution of 4% sodium hydrogencarbonate (NaHC03), 10%NaCl water solution, 10% 
NaCl water solution of 0.4M citric acid, and 10%NaCl water solution. Anhydrous sodium sulfate 
(Na2S04) was added to the EtOAc layer, reduced pressure distilling off of the solvent was carried out 
after dehydration, and reduced pressure hardening by drying of the residue was carried out in the 
desiccator. It is 4 Ns to this hardening-by-drying object. A hydrochloric acid/dioxane 40ml, thioanisole 
4ml was added and it reacted under ice-cooling for 2 hours. Dioxane after carrying out vacuum 
concentration of this The actuation which adds and condenses 50ml was repeated twice, and the 
actuation which adds and condenses diethylether (Et20) similarly was repeated twice. Z-Pro L5g (6.2 
millimol) and HOBt 0.84g (6.8 millimol) were added to the hardening-by-drying object which carried 
out reduced pressure hardening by drying of this, and it dissolved in it at DMF 30ml. WSCD HCl 1 .2g 
(6,8 millimol) suspended in DMF 10ml was dropped under ice-cooling stirring. After preparing to pH 7- 
8 by TEA 1 .6ml, it was made to react at a room temperature for 1 .5 hours. After making it react at 4 
more degrees C all night, the precipitation which deposited was filtered and removed and vacuum 
concentration of the filtrate was carried out. EtOAc 300ml was added and it washed in order of 10% 
NaCl water solution of 4%NaHC03, 10%NaCl water solution, 10%NaCl water solution of 0.4M citric 
acid, and 10%NaCl water solution. Anhydrous Na2S04 was added to the EtOAc layer, reduced pressure 
distilling off of the solvent was carried out after dehydration, and reduced pressure hardening by drying 
of the residue was carried out in the desiccator. A hardening-by-drying object is dissolved in a small 
amount of methanol (MeOH), and it is sephadex. Separation purification was carried out in LH-20 
column (bore [ of 3cm ] x die length of 55cm). It was eluted with this solvent and fractionation was 
carried out in 5 minutes (about 8ml) per one fraction. By TLC (the system of chloroform-MeOH was 
used for the Kieselgel 60F 254 expansion solvent.), after the check, the fractions containing the specified 
substance were collected and reduced pressure hardening by drying was carried out about each fraction. 
This was dissolved in the mixed liquor of MeOH 20ml and a 20 ml acetic acid (AcOH), and it stirred 
under the nitrogen air current. It is stirring A stop and 10% After adding palladium / carbon (Pd/C) 
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(51.60% hydrated compound) 2.0g and leading a hydrogen air current, it stirred violently by ordinary 
temperature ordinary pressure, and the reaction was started. After it permuted the stop in the place which 
absorption of hydrogen ended and nitrogen gas permuted hydrogen gas for stirring, the catalyst was 
carried out the ** exception. Water was added to what carried out vacuum concentration of the filtrate, 
and vacuum concentration was carried out once again. It is sephadex about a concentrate. Separation 
purification was carried out in G-10 column (bore [ of 2.6cm ] x die length of 60cm). It was elated with 
water and fractionation was carried out in 5 minutes (about 10ml) per one fraction. The purity of each 
fraction was checked by TLC (n-butanol:acetic-acid:pyridine: water =4:1:1:2 (B APW system) was used 
for the expansion solvent.) (Rf value 0.39), the fractions which give the spot of the specified substance 
individually were collected, and reduced pressure hardening by drying was carried out. This hardening- 
by-drying object is dissolved in 15ml water, and it freeze-dries, and is the colorless amorphous-like 
specified substance. 1 .Og It obtained. The overall yield so far was 28%. Elemental analysis 
C19H25N304 MW.359.43 Calculated value C 63.49, H 7.01, N 1 1.69. Analysis value C 59.41 , H 7.42, 
N 10.66. 

[00 11] Example 2 [Composition of N-acetylation object (Ac-PFP) of Pro-Phe-Pro] 
Pro-Phe-Pro 1.2g (3.3 millimol) obtained in the example 1 is dissolved in 10ml of water, and it is this. 
N-acetyl succinimide (N-ASI) 1.5g (10 millimol) is added, and it is 1 N. pH was stirred at the room 
temperature after preparation to about 7 with the potassium-hydroxide water solution all night. Sephadex 
after condensing reaction mixture Separation purification was carried out in G-10 column (bore [ of 
2.6cm ] X die length of 60cm). The colorless amorphous-like specified substance which will give a 
single spot (expansion solvent BAPW system Rf==0.56) by TLC if each fraction is checked by TLC and 
concentration hardening by drying is carried out 1.2g (90% of yield) was obtained. Elemental analysis 
C21H27N305 MW.401.46 Calculated value C 62.83, H 6.78, N 10.47. Analysis value C 59.69, H 6.50, 
N 10.97, 

[0012] Example 3 [Composition of C-amidation object (PFP NH2) of Pro-Phe-Pro] 
Boc-Phe 2.3g (8.8 millimol), Pro NH2 l.Og (8.8 millimol), and HOBt 1.33g (9.8 millimol) were 
dissolved in DMF 30ml, and it suspended in DMF 10ml under ice-cooling stirring. WSCD HCl 
(MWl 15.24 36.46) 1.7g (8.8 millimol) was dropped. After checking that it is pH 7-8 with the 
omnipotent pH indicator paper [ TEA 1 .7ml ], it was made to react at 4 degrees C all night. It processed 
like the example 1 after the reaction, and Boc-Phe-Pro NH2 was obtained as colorless oily matter. It is 4 
Ns to this. A hydrochloric acid/dioxane 16ml, thioanisole 1.5ml was added and it stirred under ice- 
cooling for 1 hour. It processed like the example 1, Z-Pro 2.0g (7.9 millimol) and HOBt l.lg (8.8 
millimol) were added to the obtained residue, and it dissolved in DMF 20mL WSCD HCl 1.7g (8.7 
millimol) suspended in DMF 10ml was dropped under ice-cooling stirring. After preparing to pH 7-8 by 
TEA 1.5ml, it was made to react at 4 degrees C all night. The same processing as an example 1 was 
performed after the reaction, and the oily matter of Z-Pro-Phe-Pro NH2 was obtained. It is sephadex like 
an example 1. LH-20 column refines, and by TLC, a single spot is obtained mostly, it continues, and 
they are after a deprotection reaction and sephadex by the hydrogen catalytic reduction method. G-10 
column refines, and it is made to crystallize from Et20, and is a colorless crystal. 0.2g (BAPW system 
Rf=0.48) was obtained. The overall yield so far was 39%. Elemental analysis C19H26N403 
MW.358.44 Calculated value C 60.37, H 7.31, N 15.63. Analysis value C 60.48, H 7.38, N 14.55. 
[0013] Example 4 [Composition of N-acetylation of Pro-Phe-Pro, and C-amidation object (Ac-PFP 
NH2)] It is the specified substance by adding 6ml of water, dissolving in PFP NH2 l.Og (2.8 millimol) 
obtained in the example 3, and reacting and refining like an example 2. 0.9g (80% of yield) was 
obtained. This gave the single spot (expansion solvent BAPW system Rf=0.62) by TLC. Elemental 
analysis C21H28N404 MW.400.25 Calculated value C 62.98, H 7.05, N 13.99. Analysis value C 58.91, 
H 6.68, N 13.01, 

[0014] Example 5 [Composition of Pro-Ly s-Pro (PKP)] 

It dissolved in 400ml EtOAc and Boc-Lys (Cl-Z) t-Bu NH2 3.5g (7,1 millimol) was washed in order of 
10%NaCl water solution of 0.4M citric acid, and 10%NaCl water solution. Anhydrous Na2S04 is added 
to an EtOAc layer, reduced pressure distilling off of the solvent is carried out after dehydration, and it is 
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the shape of amorphous. Boc-Lys (Cl-Z) was obtained. ProOBzl HCl 1.7g (7.1 miUimol), and HOBt 
l.Og (7.7 millimol) and WSCD HCl 1.5g (7.8 millimol) were added to this, it reacted and refined like the 
example 1, and Boc-Lys(Cl-Z)-ProOBzl was obtained. Acid treatment of the obtained hardening-by- 
drying object was carried out like the example 1, the Boc radical was removed, Z-Pro 1 Jg (6.8 
millimol), HOBt 1 .Og (7.5 millimol), and WSCD HCl 1 .5g (7.8 millimol) were added to the obtained 
residue, it reacted and refined like the example 1, and oil-like Z-Pro-Lyz(Cl-Bzl)-ProOBzl was obtained. 
Furthermore, it is sephadex about this. LH-20 column (bore [ of 2.6cm ] x die length of 60cm) It refined, 
and the fractions which give an almost single spot by TLC were collected, and reduced pressure 
hardening by drying was carried out. Et20 melted to little EtOAc was added to this, and it crystallized 
by cooling. A crystal is separated, reduced pressure hardening by drying is carried out in a vacuum 
desiccator, and it is a colorless crystal. 2.68g was obtained. This crystal was dissolved in AcOH 36ml 
and MeOH 24ml, and all protective groups were removed with the hydrogen catalytic reduction method 
like the example 1. Sephadex Separation purification was carried out in G-10 column (bore [ of 2.6cm ] 
X die length of 60cm). When each fraction is checked by TLC (expansion solvent BAPW system 
Rf=0.009), the target fraction is collected and condensed and it freeze-dries further, it is the colorless 
amorphous-like specified substance. 1.4g was obtained. The overall yield so far was 63%. Elemental 
analysis C16H28N4O4MW.340.42 Calculated value C 56.45, H 8.29, N 16.34. Analysis value C54.06, 
H8.59,N15.27. 

[0015] Example 6 [Composition of N-acetylation object (Ac-PKP) of Pro-Lys-Pro] 
Amorphous-like object of Pro-Lys-Pro obtained in the example 5 1.2g (3.8 millimol) was dissolved in 
1 0ml of water, N-ASI 1 .6g (1 1 .3 millimol) was added after adjusting a solution to pH7, and it stirred at 
the room temperature ovemight. After carrying out concentration hardening by drying of the reaction 
mixture, residue is dissolved in a small amount of chloroform (CHC13). CHC13: Silica gel produced 
with the solution of MeOH=10:l In C-200 column (bore [ of 2.2cm ] x die length of 33cm), by 300ml of 
solutions of CHC13:MeOH==10:l after regular placing And it is the fractions 102-1 15 which are made 
eluted only in MeOH, carry out fractionation to about 10ml fraction, check each fraction by TLC, and 
give the spot of the specified substance, eye a collection - concentration hardening by drying was 
carried out. Colorless amorphous-like object which will give a single spot (expansion solvent BAPW 
system Rf=0.40) by TLC after dissolving this in little water if it freeze-dries 1 .25g (76%) It was 
obtained. It was satisfied with the nuclear-magnetic-resonance spectrum (NMR) of the location of a 
signal. IH NMR (DMS0-d6, delta) 1.82 (3H, s) 2,15 (3H, s). 
[0016] Example 7 [Composition of Pro-Lys-Pro NH2 (PKP NH2)] 

Boc-Lys (Z) 3.5 g (9.2 millimol), Pro NH2 l.lg (9.2 millimol), HOBt 1.34g (9,9 millimol), and WSCD 
HCl 1.95g (10 millimol) are reacted and refined like an example 1, and it is the specified substance. 
Boc-Lys(Z)-Pro NH2 was obtained as colorless oily matter. It is Z-Pro 1.5g (6.1 millimol) to the residue 
which processed like the example 1 and was obtained, HOBt 0.85g (6.3 millimol) and WSCD HCl 1 .3g 
(6.8 millimol) are added, it reacts like the approach indicated in the example 1, Z-Pro-Lys-Pro NH2 is 
obtained as oily matter, and it is sephadex like an example 1 about this. What refines in LH-20 column 
and gives an almost single spot by TLC was obtained. Then, it dissolves in little water after a 
deprotection reaction with the hydrogen catalytic reduction method using Pd/C 10%, and is sephadex. 
The specified substance which will give a single spot (expansion solvent BAPW system Rf=0.17) if it 
refines and freeze-dries in G-10 column l.lg was obtained. The overall yield so far was 35%. 
C16H29N503 MW 339.44 Calculated value C 56.62, H 8.61, N 20.63. Analysis value C 51,56, H 8.83, 
N 18.63. 

[0017] Example 8 [Composition of Pro-Tyr-Pro (PYP)] 

Boc-Tyr (Bzl) 2.0g (5.3 millimol), ProOBzl HCl 1.3g (5.38 millimol), HOBt 0.81g (6.0 millimol), and 
WSCD HCl 1.14g (5.9 millimol) are made to react like an example 1, and it is the specified substance. 
Boc-Tyr(Bzl)-ProOBzl was obtained. To the residue which carried out acid treatment to this hardening- 
by-drying object like the example 1, removed the Boc radical, and was obtained Sephadex after 
dropping Z-Pro 1.3g (5.1 millimol), HOBt 0.76g (5.6 millimol), and WSCD HCl l.lg (5.6 millimol) and 
making it react like an example 1 Separation purification was carried out in LH-20 column (bore [ of 
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2.6cm ] X die length of 60cm). It is little EtOAc about this after carrying out vacuum concentration. It 
dissolved, Et20 was added and it crystallized by cooling. The crystal was separated, reduced pressure 
hardening by drying was carried out, and 2.68g was obtained. Sephadex after carrying out deprotection 
of this crystal with a hydrogen catalytic reduction method G-10 The column refined. Dissolved in little 
MeOH after concentration, add Et20 and it was made to crystallize, the crystal after cooling was carried 
out the ** collection, and 1.1 6g was obtained when it dried. The overall yield so far was 55%. This thing 
gave the single spot (expansion solvent BAPW system Rf=0.32) by TLC. Elemental analysis 
C19H25N305 MW375.43 Calculated value C 60.79, H 6.71, N 1 1.19. Analysis value C57.54, H6.94, N 
10.19. 

[0018] Example 9 [Composition of N-acetylation object (Ac-PYP) of Pro-Tyr-Pro] 

Add N-ASI l.lg (8 millimol) to Pro-Tyr-Pro Ig (2.6 miilimol) obtained in the example 8, and it is made 

to react like an example 2, and is chloroform about reaction mixture. The actuation extracted by 20ml 

was repeated 5 times. After [ dehydration ] reduced pressure hardening by drying of the chloroform 

layer was carried out by Na2S04. Colorless amorphous-like object which dissolves this in little water, 

freeze-dries, and gives a single spot (expansion solvent BAPW system Rf=0.51) by TLC 0.68g (61% of 

yield) was obtained. Elemental analysis C21H27N306 MW4 17.46 Calculated value C 60.42, H 6.52, N 

10.07. Analysis value C 54.52, H 6.58, N 1 1.04. 

[0019] Example 10 [Composition of Pro-Tyr-Pro NH2 (PYP NH2)] 

WSCD HCl 1 .7g (9.0 millimol) was added to Boc-Tyr (Bzl) 3.25g (8.8 millimol). Pro NH2 1 .Og (8.8 
millimol), and H0Btl.2g (8.9 millimol), it reacted and refined like the example 1, and Boc-Tyr(Bzl)-Pro 
NH2 was obtained as colorless oily matter. Acid treatment of the obtained hardening-by-drying object 
was carried out like the example 1 , the Boc radical was removed, vacuum concentration of the solvent 
was carried out, Et20 was added, and the crystal was deposited. This crystal was separated and reduced 
pressure hardening by drying was carried out in the vacuum desiccator. Z-Pro 2.0g (7.9 millimol) and 
HOBt 1.2g (8.9 millimol) were added to the crystal which hardened by drying, WSCD HCl 1.7g (9.0 
millimol) was dropped, it reacted and refined like the example 1 , and oily matter was obtained. This is 
dissolved in a small amount of methanol, and it is sephadex. It applied to LH-20 column (bore [ of 
2.6cm ] X die length of 60cm), and was eluted with this solvent. After looking for the target fraction in 
TLC and bringing together in one, reduced pressure hardening by drying is carried out, and it is the 
amorphous-like specified substance. 4.9g was obtained. Sephadex after performing the deprotection 
reaction according this to a hydrogen catalytic reduction method The colorless amorphous-like specified 
substance which fireeze-dries after purification in G-10 column, and gives a single spot (expansion 
solvent BAPW system Rf-0.42) by TLC 2.9g was obtained. The overall yield so far was 87%. 
Elemental analysis C19H26N404 MW 377.44 calculated value C 60.95, H 7.60, N 14.96. Analysis value 
C 56.07, H 7.19, N 13.84. 

[0020] Example 1 1 [Composition of N-acetylation of Pro-Tyr-Pro, and C-amidation object (Ac-PYP 
NH2)] 

When add N-ASI 1 .Og (7 millimol) to PYP NH2 l.Og (2.6 millimol) obtained in the example 10, react 
and refine like an example 2, the fractions which give a single spot (expansion solvent BAPW system 
Rf=0.61) mostly by TLC are collected, it condenses and it fi-eeze-dries, it is the colorless amorphous- 
like specified substance. 1.05g was obtained. The yield so far was 96%. Elemental analysis 
C21H28N405 MW 416.48 Calculated value C 60.56, H 6.78, N 13.45. Analysis value C 55.1 1, H 6.01, 
N 13.09 [0021] Example 12 [Composition of Tyr-Ser-Pro (YSP)] 

Having dissolved in DMF 20ml and stirring Boc-Ser (Bzl) 2.0g (6.8 miUimol), ProOBzl HCl l,6g (6.8 
millimol), and HOBt 1 .Og (7.5 millimol) under ice-cooling, it was made to react like the approach 
indicated in the example 1 in addition to WSCD HCl 1.4g (7.3 millimol) suspended in DMF 10ml, and 
Boc-Ser(Bzl)-ProOBzl was obtained. Perform the deBoc radical reaction by acid treatment like the 
approach indicated in the example 1, add Z-Tyr (Bzl) 2.6g (6.3 millimol) and HOBt 0.85g (6.3 millimol) 
to the obtained residue, WSCD HCl 1.3g (6.8 millimol) is dropped, it is made to react like an example 1, 
the obtained residue is melted to little MeOH, and it is sephadex. LH-20 column refined. The target 
fraction was looked for in TLC, and were collected, and reduced pressure hardening by drying was 
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carried out. After dissolving this in EtOAc 50ml, 250ml Et20 was added and it crystallized by leaving it 
in a refrigerator. The crystal was separated and reduced pressure hardening by drying was carried out. 
(2.40g) . The deprotection reaction according this crystal to a hydrogen catalytic reduction method was 
performed. Sephadex The colorless amorphous-like specified substance which will give a single spot 
(expansion solvent BAPW system Rf^0.30) by TLC if it refines and freeze-dries in G-10 column 1 .70g 
was obtained. The overall yield so far was 68%. Elemental analysis C17H23N306 MW 365.38 
Calculated value C 56.03, H 6.63, N 15.37. Analysis value C 55.91, H 6.81, N 13.82. 
[0022] Example 13 [Composition of N-acetylation object (Ac-YSP) of Tyr-Ser-Pro] 
N-ASI 1 . 1 g (8 millimol) was added to YSP 1 .Og (YSP 2.7 millimol) obtained in the example 1 2, and it 
was made to react at a room temperature for 2 hours (pH 8 [ about ]). Sephadex after condensing 
reaction mixture The specified substance which refines in G-IO column and gives a single spot 
(expansion solvent BAPW system Rf=0.44) by TLC 0.6g was obtained. The overall yield so far was 
54%. Elemental analysis C19H25N307 MW 407.41 Calculated value C 56.01, H 6.18, N 10,31. 
Analysis value C 54.95, H 5.37, N 10.11. 

[0023] Example 14 [Composition of Tyr-Ser-Pro NH2 (YSP NH2)] 

Added WSCD HCl 2.0g (10 millimol) to Boc-Ser (Bzl) 2.6g (8.8 millimol), Pro NH2 l.Og (8.8 
millimol), and HOBtl.30g (9.7 millimol), it was made to react like an example 1, and Boc-Ser(Bzl)-Pro 
NH2 was obtained as oily matter. After carrying out acid treatment like the approach which indicated 
this oily matter in the example 1 and condensing a solvent, Et20 was added and precipitation was 
obtained in the decantation. Reduced pressure hardening by drying of this was carried out, Z-Tyr (Bzl) 
3.2g (7.9 millimol) and HOBt 1 .2g (8.7 millimol) were added, and WSCD HCl 1 .7g (8.8 millimol) 
suspended in DMF was dropped. It dissolved in little EtOAc after condensing a solvent, Et20 was 
added, and it crystallized by cooling. 3.25g was obtained when reduced pressure drying of the crystal 
was separated and carried out. When the fraction of the specified substance which performs a 
deprotection reaction with a hydrogen catalytic reduction method, refines this crystal in G-sephadex 10 
column, and gives an almost single spot (expansion solvent BAPW system Rf=0.44) by TLC is collected 
and condensed and it freeze-dries, it is a colorless amorphous-like object. 1.7g was obtained. The overall 
yield so far was 53%. Elemental analysis C17H24N405 MW 364.39 Calculated value C 56.03, H 6.63, 
N 15.37. Analysis value C 53.91, H 6.71, N13.82. 

[0024] Example 15 [Composition of N-acetylation of Tyr-Ser-Pro, and C-amidation object (Ac-YSP 
NH2)] 

N-ASI 1 .Og (7 millimol) was added to YSP NH2 0.8g (2.2 millimol) obtained in the example 14, and it 
was made to react like the approach indicated in the example 2, and processed, and the hardening-by- 
drying object was obtained. However, since mixing of a condensing agent origin object was presumed 
by this, it dissolved in little water, and when the extract was repeated 5 times by EtOAc 10ml and the 
water layer was freeze-dried, 0.87g (yield 95%) of colorless amorphous-like objects was obtained by it. 
This thing gave the single spot (expansion solvent BAPW system Rf=0.56) by TLC. 
[0025] Example 16 [Composition of Glu-Arg-Pro (ERP)] 

WSCD HCl 2.1g (1 1.0 millimol) was added to Boc-Arg (N02) l/2AcOEt 1/4H20 3.7g (10 millimol), 
ProOBzl HCl 2.4g (10 millimol), and HOBt 1.5g (1 1 millimol), and it was made to react like an 
example 1, and processed, and Boc-Arg(N02)-ProOBzl was obtained as oily matter. Acid treatment of 
the obtained oily matter was carried out like the example 1. Z-Glu(Bzl) 1.7g (5.0 millimol), HOBt 0.75g 
(5.7 millimol), and WSCD HCl l.lg (5.5 millimol) were dropped at the obtained oily matter, and it 
reacted to it like the example 1. After dissolving the obtained residue in little EtOAc, it crystallized, 
when Et20 was added and it cooled. The crystal was separated, reduced pressure hardening by drying 
was carried out, and the 2.3g crystal was obtained. It is sephadex about the residue which obtained this 
crystal by carrying out in the clearance reaction of all guard chambers with the hydrogen catalytic 
reduction method. G-10 column refines, and the fraction which gives a single spot (expansion solvent 
BAPW system Rf=0.007) by TLC is collected and condensed, and it freeze-dries, and is the colorless 
amorphous-like specified substance. L3g was obtained. The overall yield so far was 32%. Elemental 
analysis C16H28N606 MW 400.44 Calculated value C 47.99, H 7.05, N 20.99. Analysis value C 45.84, 
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H 7.55, N 19.52. 

[0026] Example 17 [Composition of N-acetylation object (Ac-ERP) of Glu-Arg-Pro] 
It was obtained in the example 16. N-ASI 1 . 1 g (7. 1 millimol) was added to ERP 1 . 1 g (2.7 millimol), and 
it stirred at the room temperature overnight. Sephadex after condensing reaction mixture G-10 A column 
refines, and each fraction is collected and condensed, and it freeze-dries, and is the colorless amorphous- 
like specified substance. 0.80g was obtained. The overall yield so far was 67%. This thing gave the 
single spot (expansion solvent BAPW system Rf=0.16) by TLC. Elemental analysis 
C18H30N6O7MW442.47 Calculated value C48.86, H6.83, N18.99. Analysis value C45.89, H7.03, 
N18.07. 

[0027] Example 18 [Composition of C-amidation object (ERP NH2) of Glu-Arg-Pro] 
WSCD HCl 2.1g (1 1 millimol) was added to Boc-Arg (N02) l/2AcOEt 1/4H20 3.7g (10.0 millimol), 
ProOBzl HCl 2.4g (10 millimol), and HOBt 1.49g (1 1 millimol), it reacted like the example 1, and 
chloroform was used and processed instead of EtOAc. It became cloudy when EtOAc was added to the 
residue which carried out vacuum concentration of the chloroform layer. Furthermore Et20 was added, 
the decantation of the gum-like settlings obtained by leaving it ovemight at 4 degrees C was carried out, 
they were obtained, and reduced pressure hardening by drying was carried out. Acid treatment of the 
obtained hardening-by-drying object was carried out like the example 1, the Hoc radical was removed, 
the settlings produced during the reaction were obtained by the decantation, and reduced pressure 
hardening by drying was carried out. After having added Z-Glu (Bzl) 1.7g (5.0 millimol) and HOBt 
0.75g (5.5 millimol) to this, dropping WSCD HCl l.lg (5.7 millimol) and processing by reacting like an 
example 1, the column refined and colorless oily matter was obtained. Sephadex after performing the 
clearance reaction of all protective groups for this oily matter with a hydrogen catalytic reduction 
method G-10 column refined, the fractions of a single spot (expansion solvent BAPW system Rf=0.21) 
were mostly collected by TLC, and crystalline residue was obtained. Cold MeOH was added to this, and 
0.2g was obtained when the ** collection of the crystal was unfolded and carried out. The overall yield 
so far was 6%. Elemental-analysis C16H29N705 MW399.45 Calculated value C 48.1 1, H 7.32, N 
24.55. Analysis value C46.61, H6.92, N22.34. 
[0028] Example 19 [Composition of Pro-Thr-Trp (PTW)] 

the DMF solution of Boc-ThrOSu 3.7g (12 millimol) and TrpOBzl HCl 3.8g (12 millimol) - the bottom 
of ice-cooling stirring, and TEA - in addition, it was made to react after checking that it is pH 7-8 
ovemight After treatment was carried out like the example 1, and Boc-Thr-TrpOBzl was obtained as 
oily matter. Then, acid treatment was carried out like the example 1, Z-Pro 2.8g (1 1 millimol) was added 
to the residue which might be removed in the Boc radical, the DMF 10ml solution of DCCD 2.5g (12 
millimol) was dropped, and it was made to react at 4 degrees C ovemight. Vacuum concentration of the 
filtrate is carried out the back according to **, settlings are processed like an example 1, and it is an 
amorphous-like object. 4.2 Ig was obtained. Among these, the residue which removed 2g with the 
hydrogen catalytic reduction method, and was obtained in the protective group is dissolved in little 
water, and it is sephadex. The fractions which refine in G-10 column and give a single spot (expansion 
solvent BAPW system Rf=0.33) mostly by TLC were collected, and reduced pressure hardening by 
drying was carried out. Little MeOH is added to residue, it was crystallized, after cooling, the crystal 
was separated, it dried and 1.40g was obtained. The overall yield so far was 30%. Elemental analysis 
C20H25N4O5 MW 402.22 Calculated value C 59.69, H 6.51, N 13.91. Analysis value C 55.90, H 6.41, 
N 12.75. 

[0029] Example 20 [Composition of Pro-Thr-Trp NH2 (PTW NH2)] 

Boc-ThrOSu 6.0g (19 millimol) is dissolved in DMF 50ml, and it is Trp NH2 hydrochloride. 4.6g (19 
millimol) and HOBt 2.9g (21 milHmol) were added with powder, and the stirring dissolution was carried 
out. After adding TEA under ice-cooling stirring and checking that it is pH 7-8 WSCD HCl 4.1g (21 
millimol) The DMF 10ml solution was added and it was made to react at 4 degrees C ovemight. 
Precipitate is ****(ed) and it is filtrate after vacuum concentration. EtOAc 500ml was added and 8.3g 
(87%) was obtained by processing like an example 1 by making specified substance Boc-Thr-Trp NH2 
into colorless oily matter. This is made to react like an example 1, and it processes, and is oily matter. 
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7.2g (16 millimol, 98%) was obtained. To then, this Z-Pro 4.1g (16 millimol), HOBt 2.5g (18 millimol), 
and WSCD HCl 3.5g (18 millimol) were added, and it was made to react like an example 1, it processed, 
and 7.3g (70%) was obtained by using Z-Pro-Thr-Trp NH2 as an amorphous-like object. This 
amorphous-like object Pd/C Ig was added to 2.5g 10%, and the deprotection reaction was performed 
after a reaction / processing like the example 1 . What was obtained is dissolved in little water and it is 
sephadex. The specified substance which will consist of a single spot (expansion solvent BAPW system 
Rf=0.47) if it refines and freeze-dries in G-10 column l,Og was obtained. Elemental analysis 
C20H27N5O4 MW.401.33 Calculated value C 59.80, H 6.78, N 17.46. Analysis value C 57.63, H 6.94, 
N 16.27. 

[0030] Example 21 [Composition of N-acetylation object (Ac-PTW NH2) of Pro-Thr-Trp NH2] 
After adding N-ASI 0.9g (6 millimol) to PTW NH2 0.95g (2.4 millimol) obtained in the example 20 and 
making it react at a room temperature ovemight, concentration hardening by drying was carried out 
under reduced pressure. Silica gel which melted with a small amount of chloroform, and was produced 
by the mixture of chloroform: methanol =30:1 Regular placing is carried out to C-200 (Wako Pure Chem 
make) column (bore [ of 2.6cm ] x die length of 45cm), and it is chloroform:methanol =30:1 mixture. 
400ml, 10:1 mixture Only 300ml and a methanol were made eluted in 500ml, and each fractions (about 
10ml) were collected even for fractions 72-75 after the check by TLC. When residue is dissolved in little 
water and it freeze-dries after concentration hardening by drying, it is a colorless amorphous-like object. 
0.8g was obtained. The overall yield so far is 75%, and is This thing gave the single spot 
(expansion solvent BAPW system Rf^O.64) by TLC. Elemental analysis C22H29N503 MW443.50 
Calculated value C 59.58, H 6.59, N 15.79. Analysis value C 56.98, H 6.54, N 15.34. 3g was obtained. 
[0031] Example 22 [Composition of thioPro-Thr-Trp (PTW)] 

the DMF solution of Boc-ThrOSu 3.7g (12 millimol) and TrpOBzl HCl 3.8g (12 millimol) ~ the bottom 
of ice-cooling stirring, and TEA - in addition, it was made to react after checking that it is pH 7-8 
ovemight After treatment was carried out like the example 1, and Boc-Thr-TrpOBzl was obtained as 
oily matter. Then, acid treatment was carried out like the example 1, the Boc radical was removed, Boc- 
thioPro2.8g (12 millimol) was added to the obtained residue, the DMF 10ml solution of HOBt 1.784g 
(13.2 millimol) and WSCD HCl 2.53g (13.2 millimol) was dropped, and it was made to react at 4 
degrees C ovemight. Vacuum concentration of the filtrate is carried out the back according to **, 
settlings are processed like an example 1, and it is an amorphous-like object. 6.3g was obtained. Cutting 
of the protective group by HF of Boc-thioPro-Thr-TrpOBzl 6.3g obtained by coupling went as follows. 
Boc-thioPro-Thr-TrpOBzl 6.3g was equally divided into ten, and HF cut, respectively. That is, Boc- 
thioPro-Thr-TrpOBzl is taken in a reaction container, and it is thioanisole. 1 1ml was added and it put on 
the room temperature for 1 hour. It was made to react, stirring a reaction container by the dry ice- 
acetone bath and stirring HF 100ml at installation and 0 degree C under cooling for 1 hour. Reduced 
pressure clearance of the HF was carried out with the stream aspirator, and it was made to dry with a 
vacuum pump further. The obtained residue was dissolved by 100ml of acetic-acid water solutions 10%, 
and the thioanisole which washes twice and remains with 50ml diethylether was removed. The acetic- 
acid water-solution fraction was neutralized, 3.2g of things which carried out concentration hardening 
by drying was dissolved in little chloroform-methanol mixture (5:1), the silica gel column 
chromatography refined, and the specified substance was obtained. Yield of 0.6g. TLC (BAPW system 
Rf=0.62) gave the single spot. Elemental analysis C19H25N405S MW420.53 Calculated value C 54.22, 
H 5.99, N 13.35. Analysis value C 55.90, H 6.41, N 12.75. 

[0032] Example 23 [Composition of D-Pro-Thr-Trp NH2 (D-PTW NH2: Pro is D object)] 
the DMF solution of Boc-ThrOSu 3.7g (12 millimol) and TrpOBzl HCl 3.8g (12 millimol) - the bottom 
of ice-cooling stirring, and TEA - in addition, it was made to react after checking that it is pH 7-8 
ovemight After treatment was carried out like the example 1, and Boc-Thr-TrpOBzl was obtained as 
oily matter. Then, acid treatment was carried out like the example 1, the Boc radical was removed, Z-D- 
Pro 2.8g (1 1 millimol) was added to the obtained residue, the DMF 10ml solution of DCCD 2.5g (12 
millimol) was dropped, and it was made to react at 4 degrees C ovemight. Vacuum concentration of the 
filtrate is carried out the back according to **, settlings are processed like an example 1, and it is an 
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amorphous-like object. 4.2 Ig was obtained. Among these The fractions which dissolve the residue 
which removed the protective group with the catalytic reduction method, and was obtained in 2g in little 
water, refine in G-sephadex 10 column, and give a single spot mostly by TLC were collected, and 
reduced pressure hardening by drying was carried out. Little MeOH is added to residue, it was 
crystallized, after cooling, the crystal was separated, it dried and 1.40g (30% of overall yields) was 
obtained (BAPW system Rf^O.33). Elemental analysis C20H25N4O5 MW 402.22 Calculated value C 
59.69, H 6.51, N 13.91. Analysis value C 55.90, H 6.41, N 12.75. 
[0033] Example 24 [Composition of Glu-D-Arg (E-D-R: Arg is D object)] 

Added WSCD HCl 2.1g (1 1 millimol) to DMF 100ml under the dissolution and ice-cooling, Z-Glu(Bzl) 
OH 3.4g (10 millimol), D-Arg(N02) OBzl Tos 4.82g (10 millimol), and HOBt 1.5g (1 1 millimol) were 
made to react like an example 1, after treatment was performed, and 5.3g (8 millimol) of oily matter of 
Z-Glu(Bzl)-D-Arg(N02) OBzl was obtained. The deprotection reaction was performed with the 
catalytic reduction method, G-sephadex 10 column refined this oily matter, the fractions of the specified 
substance which gives an almost single spot by TLC were collected, and concentration and freeze drying 
were performed. 1.82g (6 millimol) was obtained as a colorless amorphous-like object (TLC: BAPW 
system Rf^O.58). Elemental analysis CI 1H21N 505 and MW 303.33 Calculated value C 43.52, H 6.92, 
N 23.14. Analysis value C 42.98, H 6.88, N 22.76 [0034] Example of a trial 1 [Focus formation 
inhibition trial] 

Put in the NIH 3T3 cell which carried out the transformation to 8 hole love tech chamber (slide glass 
size) by proto oncogene erbB-2, and consider one hole as control. A sample is added in remnants and 
seven holes and it cultivates with a carbon-dioxide-gas incubator 5 37-degree C%, and every 24 hours, 
for five days, a cell proliferation condition (the number of focuses) is observed with an optical 
microscope, and a part of the (the sample last concentration 250microg/ml) result a photograph of was 
taken each time is shown in a table 1 (table 1). 
[0035] 
[A table 1] 
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[0036] Example of a trial 2 [MTT measuring method] 

The NIH 3T3 cell which cancerated by various oncogenes to the DME culture medium which contains a 
cow blood serum 10% was suspended so that it might become with 5x104 cells / ml, and the lOOmicrol 
was poured distributively to each well of 96 hole flat bottom plate. Among these, only the culture 
medium of tales doses was added to three wells, and it considered as electronegative control. This plate 
was added to 880microg [/ml ] concentration in 37 degrees C and 5% carbon-dioxide-gas incubator, and 
for example, water, and the tripeptide and lOmicro of its derivative solution 1 of this invention prepared 
with organic solvents, such as an acetone, dimethylformamide, dimethyl sulfoxide, and alcohol, were 
added to each well after culture overnight (80microg [/ml ] final concentration). MTT of 5mg [/ml ] 
concentration after 2-hour culture and lOmicro of PBS (-) solutions 1 were added to all wells in 37 
degrees C and 5% carbon-dioxide-gas incubator, and this was cultivated within 37 degrees C and 5% 
carbon-dioxide-gas incubator for 2 hours. The at-long-intervals alignment of each plate was carried out 
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3000 rpm for 15 minutes using the cooling conventional centrifuge equipped with a plate electrode 
holder. The plate was attracted from the centrifuge, ejection and the supernatant liquid of each well were 
removed, DMSO of ISOmicrol was added, by the mixer, after stirring, it applied to the immuno reader 
and the absorbance in 540nm was measured (colorimetry). A part of the result is shown in a table 2 
(table 2). It is shown among [ F25, PHI, and S59 ] a table 2 that erbB-2, v-src, v-mos, and SV-40 are the 
NIH 3T3 cells which cancerated by a c-H-ras proto oncogene, a v-H-ras proto oncogene, a K-H-ras 
proto oncogene, erbB-2 proto oncogene, the v-src proto oncogene, the v-mos proto oncogene, and SV- 
40 proto oncogene, respectively. 
[0037] 
[A table 2] 
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[0038] 

[Effect of the Invention] The completely new remedy constituent which contains tripeptide by this 
invention is offered. The active principle of the remedy constituent of this invention is a peptide, it is 
decomposed into amino acid and the object is metabolized in the living body. Therefore, there are very 
few dangers of causing a side effect, and the remedy constituent of this invention has them as drugs, 
when a living body is medicated. [ effective ] 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1 This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



TECHNICAL FIELD 



[Field of the Invention] This invention relates to the remedy constituent containing tripeptide or a 
dipeptide useful as an anticancer agent. 
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♦ NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



PRIOR ART 



[Description of the Prior Art] Research of the inhibitor of thrombin activity is known about using the 
tripeptide and its derivative as drugs (journal medical chemistry: vol.37, p.2122, 1994 year **:vol.36, p. 
1993 [ 300 or ]). Moreover, the development research as drugs of a comparatively short peptide and its 
derivative is seen by for example, a ****** No. 502154 [ four to ] official report, a ****** No. 502306 
[ four to ] official report, a ****** No. 502308 [ four to ] official report, a ****** No. 502309 [ four to ] 
official report, etc. In these researches, a prolyl radical is contained in the amino acid sequence of the 
peptide, and the number of amino acid of the die length of an array is five or more. These peptides can 
also be said to be the TNF amelioration peptide guided from the tumor necrosis factor (TNF). Thus, 
some researches which use a short peptide as drugs were made, that intracellular is easy to be 
incorporated considers a short peptide enough - having ~ in addition - and since it is decomposed in 
the living body and they serve as harmless amino acid, it is thought that the side effect over 
administration to a living body is hardly produced. Therefore, it is thought that these short peptides 
begin cancer and can serve as promising drugs as a remedy of other diseases in the future. However, 
about the utilization as an anticancer agent of a short peptide, it was not known at all until now. 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



EFFECT OF THE INVENTION 



[Effect of the Invention] The completely new remedy constituent which contains tripeptide by this 
invention is offered. The active principle of the remedy constituent of this invention is a peptide, it is 
decomposed into amino acid and the object is metabolized in the living body. Therefore, there are very 
few dangers of causing a side effect, and the remedy constituent of this invention has them as drugs, 
when a living body is medicated. [ effective ] 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



TECHNICAL PROBLEM 



[Problem(s) to be Solved by the Invention] While this invention persons investigated the growth 
mechanism of a cancer cell, they came to get to know that the protein-protein interaction has determined 
the important metabolic fate. Although it was generally thought that the complicated structure of the 
protein itself was participating in association with protein and protein, the resuh of detailed research of 
the joint domain of a protease and its inhibitor showed that the peptide chain with a very short part of 
the protein of big molecular weight was participating in proteinic association. When making the peptide 
equivalent to the joint domain of the protein which participates in growth of a cancer cell from the above 
thing live together in intracellular, association with this protein and other protein could be prevented, 
and since it was possible to control the function of this protein as a result, it was thought that such a 
short peptide was useful as an anticancer agent. The object of this invention is to offer the short peptide 
which has the carcinostatic effectiveness, and the object of this invention still more specifically has it in 
offering the remedy constituent containing the tripeptide which has a specific amino acid sequence, 
dipeptides, or those derivatives, and it is for other objects of this invention to offer the remedy 
constituent containing the salt accepted physiologically [ the tripeptide which has a specific amino acid 
sequence, a dipeptide, or its derivative ]. 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



MEANS 



[Means for Solving the Problem] The various oncogene products as an amino acid sequence of 
tripeptide with the promising this invention persons, For example K-Sam, Yes, Ret, Kit and Fms, ErbB, 
Met, Ros, Sea, Trk, Src, Pgr, Fyn, Lyn, The consensus sequence of the oncogene product [ Arg / Lck, 
Hck, Abl, ] which has the array further called the Sark homology (SH) domain was searched, and the 
array which participates in proteinic association through research of the tripeptide equivalent to a joint 
domain etc. was predicted. Consequently, it finds out having the effectiveness that the tripeptide which 
has a fixed amino acid sequence checks growth of a cancer cell, and came to complete this invention 
based on this knowledge. 

[0005] Namely, the tripeptide this invention is indicated to be by Pro-A-B (however, A=Phe, Lys, Asn 
and Tyr, Thr;B=Pro, and Trp are shown.), Or the remedy constituent which contains those salts accepted 
physiologically as an active principle, The tripeptide shovm by Thioproline-Thr-Trp (Following thioPro 
or P'), Or the remedy constituent which contains those salts accepted physiologically as an active 
principle, The dipeptide shovm by Glu-Arg, or the remedy constituent which contains those salts 
accepted physiologically as an active principle, The remedy constituent which contains the tripeptide 
shown by C-D-Pro (however, C=Tyr, Glu, Pro;D=Asn, and Ser, Arg and Tyr are shovra) or those salts 
that were accepted physiologically as an active principle is offered. 
[0006] 

[Embodiment of the Invention] As an amino acid sequence of the tripeptide concerning this invention, 
they are Pro-Phe-Pro, Pro-Lys-Pro, Pro-Tyr-Pro, Tyr-Ser-Pro, Glu-Arg-Pro, Pro-Tyr-Trp, etc. As an 
amino acid sequence of the dipeptide concerning this invention, it is Glu-Arg etc. In this invention, that 
by which the amino acid of the amino terminal of the above-mentioned tripeptide and a dipeptide was 
acylated, the thing by which the amino acid of a C terminal was amidated, and the thing with which ends 
were embellished like the above are also used. As an N-acylation derivative of the tripeptide of this 
invention, and a dipeptide, it is a formyl group, an acetyl group, an aryl carbonyl group, and an aromatic 
series carbonyl group derivative, and the amino group, an alkylamino radical, and an aromatic series 
amino-group derivative can be raised as a C-amidation derivative. As a sah accepted physiologically 
[ the tripeptide of this invention, a dipeptide, and its derivative ], a hydrochloric acid, a citric acid, a 
phosphoric acid, a tartaric acid, a lactic acid, an acetic acid, a formic acid, a fumaric acid, a maleic acid, 
a succinic acid, etc. are raised. 

[0007] Composition of the tripeptide concerning this invention, a dipeptide, and its derivative is the 
Japanese Biochemical Society edit ******** experiment lecture 2. As proteinic chemistry (below) has a 
publication, it is easily compoundable by any approach of a solid phase technique or a liquid phase 
process. Purification of the tripeptide conceming this invention, a dipeptide, and its derivative can be 
performed by the usual approaches, such as a silica gel column chromatography and an ion-exchange 
column chromatography. There is no definition also in an eluate and it can use the usual organic 
solvents, such as water, a methanol, and chloroform, for it. It is 1 -ethyl about the amino acid of the 
commercial item which protected the carboxyl group by benzyl (Bzl radical) first when describing 
composition of the tripeptide conceming this invention, a dipeptide, and its derivative in more detail. - 3 
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-(3-dimethylaminopropyl)- It condenses using condensing agents, such as a carbodiimide hydrochloride 
(WSCD HCl) and dicyclohexylcarbodiimide (DCCD), and a dipeptide is obtained. As a solvent used for 
the condensation reaction of the tripeptide of this invention, and a dipeptide, N.N-dimethylformamide 
(DMF), dimethyl sulfoxide (DMSO), an acetonitrile, 1,4-dioxane, tetrahydro furans (THF), and such 
mixture are suitable. Clearance of the protective group of tripeptide and a dipeptide can use the 
hydrogen catalytic reduction method or liquefaction hydrogen fluoride (HF) which made the catalyst a 
trifluoro methansulfonic acid method (TMSFA law), and palladium/carbon. Generally as a solvent used 
with a hydrogen catalytic reduction method, it is used, and is satisfactory. A methanol (it may outline 
Following MeOH), acetic acids, or such mixture are suitable. The general approach of thin-layer 
chromatography (TLC) can be used for the reaction progress in each synthetic step, or the check of 
purity. In an expansion solvent, the check of a spot can use the hydrogen bromide (HBr)-ninhydrin 
method using a chloroform-methanol system and an n-butanol-acetic-acid-pyridine-water (4:1:1:2) 
system. 

[0008] Although there is especially no constraint except the remedy constituent of this invention 
containing the tripeptide obtained as mentioned above, a dipeptide and its derivative, or those salts that 
were accepted physiologically as an active principle, the additive usually used on the occasion of 
pharmaceutical-preparation-izing of a compound may also be included. The remedy constituent of this 
invention may be used as an anticancer agent which has the outstanding activity. Adapted **** are 
leukemia, an osteosarcoma, a breast cancer, an ovarian cancer, gastric cancer, colon cancer, lung cancer, 
etc. Although the medication method of the remedy constituent of this invention naturally changes with 
symptoms for administration, it divides and medicates 1 time or several times with the adult 1 person 1 
Japanese hits 0.01 -lOg. In addition, the side effect of the remedy constituent of this invention is 
satisfactory in any way in anticipated-use extent. 

[0009] The judgment of the carcinostatic effectiveness can add the tripeptide and its derivative, or these 
salts that were accepted physiologically of this invention to the culture medium of the culture cell strain 
which cancerated by various oncogenes, and can observe change of the gestalt of a cell, a reproductive 
rate, a survival rate, etc. by cultivating under the usual condition. For example, it is convenient if you 
use 3-[4 and 5-dimethyl thiazole-2-IRU]-2 and 5 diphenyl-teterazolium bromine sah method (the MTT 
method) for reproductive rate depressor effect measurement of a cancer cell. Culture cell strains which 
cancerated as a cancer cell stock by oncogenes, such as v-Ha-ras, Ki-ras, v-src, c-erbB -2, v-mos, and 
SV40, such as NIH3 T3 fibroblast and 3 Yl rat fibroblast, can be fried. This invention is not limited by 
this although an example explains this invention concretely below. 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2. **** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



EXAMPLE 



[Example] 

Example 1 [Composition of Pro-Phe-Pro (PFP)] 

Boc-Phe 2.7g (10 millimol), ProOBzl HCl 2.4g (10 millimol), and 1-hydroxy benzotriazol (HOBt) 1 .5g 
(1 1 millimol) were dissolved in DMF 30ml, and WSCD HCl 1.7g (1 1 millimol) suspended in DMF 
10ml was dropped at the bottom of ice-cooling stirring, triethylamine (TEA) -- after adding 1 .8ml and 
checking that it is pH 7-8 with the omnipotent pH indicator paper, it stirred at the room temperature all 
night. After filtering and removing the precipitation which deposited and carrying out vacuum 
concentration of the filtrate, 300 ml ethyl acetate (EtOAc) was added and it washed in order of 10% sah 
(NaCl) water solution of 4% sodium hydrogencarbonate (NaHC03), 10%NaCl water solution, 10% 
NaCl water solution of 0.4M citric acid, and 10%NaCl water solution. Anhydrous sodium sulfate 
(Na2S04) was added to the EtOAc layer, reduced pressure distilling off of the solvent was carried out 
after dehydration, and reduced pressure hardening by drying of the residue was carried out in the 
desiccator. It is 4 Ns to this hardening-by-drying object. A hydrochloric acid/dioxane 40ml, thioanisole 
4ml was added and it reacted under ice-cooling for 2 hours. Dioxane after carrying out vacuum 
concentration of this The actuation which adds and condenses 50ml was repeated twice, and the 
actuation which adds and condenses diethylether (Et20) similarly was repeated twice. Z-Pro 1.5g (6.2 
millimol) and HOBt 0.84g (6.8 millimol) were added to the hardening-by-drying object which carried 
out reduced pressure hardening by drying of this, and it dissolved in it at DMF 30ml. WSCD HCl 1.2g 
(6.8 millimol) suspended in DMF 10ml was dropped under ice-cooling stirring. After preparing to pH 7- 
8 by TEA 1 .6ml, it was made to react at a room temperature for 1 .5 hours. After making it react at 4 
more degrees C all night, the precipitation which deposited was filtered and removed and vacuum 
concentration of the filtrate was carried out. EtOAc 300ml was added and it washed in order of 10% 
NaCl water solution of 4%NaHC03, 10%NaCl water solution, 10%NaCl water solution of 0.4M citric 
acid, and 10%NaCl water solution. Anhydrous Na2S04 was added to the EtOAc layer, reduced pressure 
distilling off of the solvent was carried out after dehydration, and reduced pressure hardening by drying 
of the residue was carried out in the desiccator. A hardenmg-by-drying object is dissolved in a small 
amount of methanol (MeOH), and it is sephadex. Separation purification was carried out in LH-20 
column (bore [ of 3cm ] x die length of 55cm). It was eluted with this solvent and fractionation was 
carried out in 5 minutes (about 8ml) per one fi-action. By TLC (the system of chloroform-MeOH was 
used for the Kieselgel 60F 254 expansion solvent.), after the check, the fi-actions containing the specified 
substance were collected and reduced pressure hardening by drying was carried out about each fraction. 
This was dissolved in the mixed liquor of MeOH 20ml and a 20 ml acetic acid (AcOH), and it stirred 
under the nitrogen air current. It is stirring A stop and 10% After adding palladium / carbon (Pd/C) 
(51 .60% hydrated compound) 2.0g and leading a hydrogen air current, it stirred violently by ordinary 
temperature ordinary pressure, and the reaction was started. After it permuted the stop in the place which 
absorption of hydrogen ended and nitrogen gas permuted hydrogen gas for stirring, the catalyst was 
earned out the ** exception. Water was added to what carried out vacuum concentration of the filtrate, 
and vacuum concentration was carried out once again. It is sephadex about a concentrate. Separation 
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purification was carried out in G-10 column (bore [ of 2.6cm ] x die length of 60cm). It was eluted with 
water and fractionation was carried out in 5 minutes (about 10ml) per one fraction. The purity of each 
fraction was checked by TLC (n-butanol:acetic-acid:pyridine:water =4:1:1:2 (BAPW system) was used 
for the expansion solvent.) (Rf value 0.39), the fractions which give the spot of the specified substance 
individually were collected, and reduced pressure hardening by drying was carried out. This hardening- 
by-drying object is dissolved in 15ml water, and it freeze-dries, and is the colorless amorphous-like 
specified substance. l.Og It obtained. The overall yield so far was 28%. Elemental analysis 
C19H25N304 MW.359.43 Calculated value C 63.49, H 7.01, N 1 1.69. Analysis value C 59.41 H 7 42 
N 10.66. 

[001 1] Example 2 [Composition of N-acetylation object (Ac-PFP) of Pro-Phe-Pro] 
Pro-Phe-Pro 1.2g (3.3 millimol) obtained in the example 1 is dissolved in 10ml of water, and it is this. 
N-acetyl succinimide (N-ASI) 1.5g (10 millimol) is added, and it is 1 N. pH was stirred at the room 
temperature after preparation to about 7 with the potassium-hydroxide water solution all night. Sephadex 
after condensing reaction mixture Separation purification was carried out in G-10 column (bore [ of 
2.6cm ] X die length of 60cm). The colorless amorphous-like specified substance which will give a 
single spot (expansion solvent BAPW system Rf^O.56) by TLC if each fraction is checked by TLC and 
concentration hardening by drying is carried out 1.2g (90% of yield) was obtained. Elemental analysis 
C21H27N305 MW.401.46 Calculated value C 62.83, H 6.78, N 10.47. Analysis value C 59.69 H 6 50 
N 10.97. 

[0012] Example 3 [Composition of C-amidation object (PFP NH2) of Pro-Phe-Pro] 
Boc-Phe 2.3g (8.8 millimol), Pro NH2 l.Og (8.8 millimol), and HOBt 1.33g (9.8 millimol) were 
dissolved in DMF 30ml, and it suspended in DMF 10ml under ice-cooling stirring. WSCD HCl 
(MWl 15.24 36.46) 1.7g (8.8 millimol) was dropped. After checking that it is pH 7-8 with the 
omnipotent pH indicator paper [ TEA 1.7ml ], it was made to react at 4 degrees C all night. It processed 
like the example 1 after the reaction, and Boc-Phe-Pro NH2 was obtained as colorless oily matter. It is 4 
Ns to this. A hydrochloric acid/dioxane 16ml, thioanisole 1.5ml was added and it stirred under ice- 
cooling for 1 hour. It processed like the example 1, Z-Pro 2.0g (7.9 millimol) and HOBt l.lg (8.8 
millimol) were added to the obtained residue, and it dissolved in DMF 20ml. WSCD HCl 1.7g (8.7 
millimol) suspended in DMF 10ml was dropped under ice-cooling stirring. After preparing to pH 7-8 by 
TEA 1.5ml, it was made to react at 4 degrees C all night. The same processing as an example 1 was 
performed after the reaction, and the oily matter of Z-Pro-Phe-Pro NH2 was obtained. It is sephadex like 
an example 1 . LH-20 column refines, and by TLC, a single spot is obtained mostly, it continues, and 
they are after a deprotection reaction and sephadex by the hydrogen catalytic reduction method. G-10 
column refines, and it is made to crystallize from Et20, and is a colorless crystal. 0.2g (BAPW system 
Rf=0.48) was obtained. The overall yield so far was 39%. Elemental analysis C19H26N403 
MW.358.44 Calculated value C 60.37, H 7.31, N 15.63. Analysis value C 60.48, H 7.38, N 14.55. 
[0013] Example 4 [Composition of N-acetylation of Pro-Phe-Pro, and C-amidation object (Ac-PFP 
NH2)] It is the specified substance by adding 6ml of water, dissolving in PFP NH2 l.Og (2.8 millimol) 
obtained in the example 3, and reacting and refining like an example 2. 0.9g (80% of yield) was 
obtained. This gave the single spot (expansion solvent BAPW system Rf=0.62) by TLC. Elemental 
analysis C21H28N404 MW.400.25 Calculated value C 62.98, H 7.05, N 13.99. Analysis value C 58.91, 
H6.68,N 13.01. 

[0014] Example 5 [Composition of Pro-Lys-Pro (PKP)] 

It dissolved in 400ml EtOAc and Boc-Lys (Cl-Z) t-Bu NH2 3.5g (7.1 millimol) was washed in order of 
10%NaCl water solution of 0.4M citric acid, and 10%NaCl water solution. Anhydrous Na2S04 is added 
to an EtOAc layer, reduced pressure distilling off of the solvent is carried out after dehydration, and it is 
the shape of amorphous. Boc-Lys (Cl-Z) was obtained. ProOBzl HCl 1.7g (7.1 millimol), and HOBt 
l.Og (7.7 millimol) and WSCD HCl 1.5g (7.8 millimol) were added to this, it reacted and refined like the 
example 1, and Boc-Lys(Cl-Z)-ProOBzl was obtained. Acid treatment of the obtained hardening-by- 
drying object was carried out like the example 1, the Boc radical was removed, Z-Pro 1.7g (6.8 
millimol), HOBt l.Og (7.5 millimol), and WSCD HCl 1.5g (7.8 millimol) were added to the obtained 
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residue, it reacted and refined like the example 1, and oil-like Z-Pro-Lyz(Cl-Bzl)-ProOBzl was obtained. 
Furthermore, it is sephadex about this. LH-20 column (bore [ of 2.6cm ] x die length of 60cm) It refined, 
and the fractions which give an almost single spot by TLC were collected, and reduced pressure 
hardening by drying was carried out. Et20 melted to little EtOAc was added to this, and it crystallized 
by cooling. A crystal is separated, reduced pressure hardening by drying is carried out in a vacuum 
desiccator, and it is a colorless crystal. 2.68g was obtained. This crystal was dissolved in AcOH 36ml 
and MeOH 24ml, and all protective groups were removed with the hydrogen catalytic reduction method 
like the example 1. Sephadex Separation purification was carried out in G-10 column (bore [ of 2.6cm ] 
X die length of 60cm). When each fi-action is checked by TLC (expansion solvent BAPW system 
Rf=0.009), the target fraction is collected and condensed and it freeze-dries further, it is the colorless 
amorphous-like specified substance. 1.4g was obtained. The overall yield so far was 63%. Elemental 
analysis C16H28N4O4MW.340.42 Calculated value C 56.45, H 8.29, N 16.34. Analysis value C54 06 
H8.59,N15.27. ' ' 

[0015] Example 6 [Composition of N-acetylation object (Ac-PKP) of Pro-Lys-Pro] 
Amorphous-like object of Pro-Lys-Pro obtained in the example 5 1.2g (3.8 millimol) was dissolved in 
10ml of water, N-ASI 1.6g (1 1.3 millimol) was added after adjusting a solution to pH7, and it stirred at 
the room temperature overnight. After carrying out concentration hardening by drying of the reaction 
mixture, residue is dissolved in a small amount of chloroform (CHC13). CHC13: Silica gel produced 
with the solution of MeOH=10:l In C-200 column (bore [ of 2.2cm ] x die length of 33cm), by 300ml of 
solutions of CHC13:MeOH=10:l after regular placing And it is the fractions 102-1 15 which are made 
eluted only in MeOH, carry out fractionation to about 10ml fi:action, check each fi-action by TLC, and 
give the spot of the specified substance, eye a collection ~ concentration hardening by drying was 
carried out. Colorless amorphous-like object which will give a single spot (expansion solvent BAPW 
system Rf=0.40) by TLC after dissolving this in little water if it freeze-dries 1 .25g (76%) It was 
obtained. It was satisfied with the nuclear-magnetic-resonance spectrum (NMR) of the location of a 
signal. IH NMR (DMS0-d6, delta) 1.82 (3H, s) 2.15 (3H, s). 
[0016] Example 7 [Composition of Pro-Lys-Pro NH2 (PKP NH2)] 

Boc-Lys (Z) 3.5 g (9.2 millimol). Pro NH2 l.lg (9.2 millimol), HOBt 1.34g (9.9 millimol), and WSCD 
HCl 1.95g (10 millimol) are reacted and refined like an example 1, and it is the specified substance. 
Boc-Lys(Z)-Pro NH2 was obtained as colorless oily matter. It is Z-Pro 1.5g (6.1 millimol) to the residue 
which processed like the example 1 and was obtained, HOBt 0.85g (6.3 millimol) and WSCD HCl 1.3g 
(6.8 millimol) are added, it reacts like the approach indicated in the example 1 , Z-Pro-Lys-Pro NH2 is 
obtained as oily matter, and it is sephadex like an example 1 about this. What refines in LH-20 column 
and gives an almost single spot by TLC was obtained. Then, it dissolves in little water after a 
deprotection reaction with the hydrogen catalytic reduction method using Pd/C 10%, and is sephadex. 
The specified substance which will give a single spot (expansion solvent BAPW system Rf=0.17) if it 
refines and fi-eeze-dries in G-10 column l.lg was obtained. The overall yield so far was 35%. 
C16H29N503 MW 339.44 Calculated value C 56.62, H 8.61, N 20.63. Analysis value C 51.56, H 8.83, 
N 18.63. 

[0017] Example 8 [Composition of Pro-Tyr-Pro (PYP)] 

Boc-Tyr (Bzl) 2.0g (5.3 millimol), ProOBzl HCl 1.3g (5.38 millimol), HOBt 0.8 Ig (6.0 millimol), and 
WSCD HCl 1.14g (5.9 millimol) are made to react like an example 1, and it is the specified substance. 
Boc-Tyr(Bzl)-ProOBzl was obtained. To the residue which carried out acid treatment to this hardening- 
by-drying object like the example 1, removed the Boc radical, and was obtained Sephadex after 
dropping Z-Pro 1.3g (5.1 millimol), HOBt 0.76g (5.6 millimol), and WSCD HCl l.lg (5.6 millimol) and 
making it react like an example 1 Separation purification was carried out in LH-20 column (bore [ of 
2.6cm ] x die length of 60cm). It is little EtOAc about this after carrying out vacuum concentration. It 
dissolved, Et20 was added and it crystallized by cooling. The crystal was separated, reduced pressure 
hardening by drying was carried out, and 2.68g was obtained. Sephadex after carrying out deprotection 
of this crystal with a hydrogen catalytic reduction method G-10 The column refined. Dissolved in little 
MeOH after concentration, add Et20 and it was made to crystallize, the crystal after cooling was carried 
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out the ** collection, and 1.1 6g was obtained when it dried. The overall yield so far was 55%. This thing 
gave the single spot (expansion solvent BAPW system Rf=0.32) by TLC. Elemental analysis 
CJ9H25N305 MW375.43 Calculated value C 60.79, H 6.71, N 1 1.19. Analysis value C57.54, H6.94, N 

[0018] Example 9 [Composition of N-acetylation object (Ac-PYP) of Pro-Tyr-Pro] 
Add N-ASI 1 .Ig (8 millimol) to Pro-Tyr-Pro Ig (2.6 millimol) obtained in the example 8, and it is made 
to react like an example 2, and is chloroform about reaction mixture. The actuation extracted by 20ml 
was repeated 5 times. After [ dehydration ] reduced pressure hardening by drying of the chloroform 
layer was carried out by Na2S04. Colorless amorphous-like object which dissolves this in little water, 
freeze-dries, and gives a single spot (expansion solvent BAPW system Rf=0.51) by TLC 0.68g (61% of 
yield) was obtained. Elemental analysis C21H27N306 MW4 17.46 Calculated value C 60 42 H 6 52 N 
10.07. Analysis value C 54.52, H 6.58, N 1 1 .04. ' ' ' 

[0019] Example 10 [Composition of Pro-Tyr-Pro NH2 (PYP NH2)] 

WSCD HCl 1 .7g (9.0 millimol) was added to Boc-Tyr (Bzl) 3.25g (8.8 millimol), Pro NH2 l.Og (8.8 
milhmol), and H0Btl.2g (8.9 millimol), it reacted and refined like the example 1, and Boc-Tyr(Bzl)-Pro 
NH2 was obtained as colorless oily matter. Acid treatment of the obtained hardening-by-drying object 
was carried out like the example 1, the Boc radical was removed, vacuum concentration of the solvent 
was carried out, Et20 was added, and the crystal was deposited. This crystal was separated and reduced 
pressure hardening by drying was carried out in the vacuum desiccator. Z-Pro 2.0g (7.9 millimol) and 
HOBt 1.2g (8.9 millimol) were added to the crystal which hardened by drying, WSCD HCl 1.7g (9.0 
millimol) was dropped, it reacted and refined like the example 1, and oily matter was obtained. This is 
dissolved in a small amount of methanol, and it is sephadex. It applied to LH-20 column (bore [ of 
2.6cm ] X die length of 60cm), and was eluted with this solvent. After looking for the target fraction in 
TLC and bringing together in one, reduced pressure hardening by drying is carried out, and it is the 
amorphous-like specified substance. 4.9g was obtained. Sephadex after performing the deprotection 
reaction according this to a hydrogen catalytic reduction method The colorless amorphous-like specified 
substance which freeze-dries after purification in G-10 column, and gives a single spot (expansion 
solvent BAPW system Rf=0.42) by TLC 2.9g was obtained. The overall yield so far was 87%. 
Elemental analysis C19H26N404 MW 377.44 calculated value C 60.95, H 7.60, N14.96. Analysis value 
C 56.07, H 7.19, N 13.84. 

[0020] Example 1 1 [Composition of N-acetylation of Pro-Tyr-Pro, and C-amidation obiect (Ac-PYP 
NH2)] ^ 

When add N-ASI 1 .Og (7 millimol) to PYP NH2 1 .Og (2.6 millimol) obtained in the example 1 0, react 
and refine like an example 2, the fractions which give a single spot (expansion solvent BAPW system 
Rf=0.61) mostly by TLC are collected, it condenses and it freeze-dries, it is the colorless amorphous- 
like specified substance. 1.05g was obtained. The yield so far was 96%. Elemental analysis 
C21H28N405 MW 416.48 Calculated value C 60.56, H 6.78, N 13.45. Analysis value C 55.1 1, H 6 01 
N 13.09 [0021] Example 12 [Composition of Tyr-Ser-Pro (YSP)] 

Having dissolved in DMF 20ml and stirring Boc-Ser (Bzl) 2.0g (6.8 millimol), ProOBzl HCl 1.6g (6.8 
millimol), and HOBt 1 .Og (7.5 millimol) under ice-cooling, it was made to react like the approach 
indicated in the example 1 in addition to WSCD HCl 1.4g (7.3 millimol) suspended in DMF 10ml, and 
Boc-Ser(Bzl)-ProOBzl was obtained. Perform the deBoc radical reaction by acid treatment like the 
approach indicated in the example 1, add Z-Tyr (Bzl) 2.6g (6.3 millimol) and HOBt 0.85g (6.3 millimol) 
to the obtained residue, WSCD HCl 1 .3g (6.8 millimol) is dropped, it is made to react like an example 1, 
the obtained residue is melted to little MeOH, and it is sephadex. LH-20 column refined. The target 
fi-action was looked for in TLC, and were collected, and reduced pressure hardening by drying was 
carried out. After dissolving this in EtOAc 50ml, 250ml Et20 was added and it crystallized by leaving it 
m a refrigerator. The crystal was separated and reduced pressure hardening by drying was carried out. 
(2.40g) . The deprotection reaction according this crystal to a hydrogen catalytic reduction method was 
performed. Sephadex The coloriess amorphous-like specified substance which will give a single spot 
(expansion solvent BAPW system Rf=0.30) by TLC if it refines and freeze-dries in G-10 column 1 70g 
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was obtained. The overall yield so far was 68%. Elemental analysis C17H23N306 MW 365.38 
Calculated value C 56.03, H 6.63, N 15.37. Analysis value C 55.91, H 6.81, N 13.82. 
[0022] Example 13 [Composition of N-acetylation object (Ac-YSP) of Tyr-Ser-Pro] 
N-ASI l.lg (8 millimol) was added to YSP l.Og (YSP 2.7 millimol) obtained in the example 12, and it 
was made to react at a room temperature for 2 hours (pH 8 [ about ]). Sephadex after condensing 
reaction mixture The specified substance which refines in G-10 column and gives a single spot 
(expansion solvent BAPW system Rf^O.44) by TLC 0.6g was obtained. The overall yield so far was 
54%. Elemental analysis C19H25N307 MW 407.41 Calculated value C 56.01, H 6 18 N 10 31 
Analysis value C 54.95, H 5.37, N 1 0. 1 1 . 

[0023] Example 14 [Composition of Tyr-Ser-Pro NH2 (YSP NH2)] 

Added WSCD HCl 2.0g (10 millimol) to Boc-Ser (Bzl) 2.6g (8.8 millimol). Pro NH2 1 .Og (8.8 
millimol), and HOBtl.30g (9.7 millimol), it was made to react like an example 1, and Boc-Ser(Bzl)-Pro 
NH2 was obtained as oily matter. After carrying out acid treatment like the approach which indicated 
this oily matter in the example 1 and condensing a solvent, Et20 was added and precipitation was 
obtained in the decantation. Reduced pressure hardening by drying of this was carried out, Z-Tyr (Bzl) 
3.2g (7.9 millimol) and HOBt 1.2g (8.7 millimol) were added, and WSCD HCl 1.7g (8.8 millimol) 
suspended in DMF was dropped. It dissolved in little EtOAc after condensing a solvent, Et20 was 
added, and it crystallized by cooling. 3.25g was obtained when reduced pressure drying of the crystal 
was separated and carried out. When the fraction of the specified substance which performs a 
deprotection reaction witfi a hydrogen catalytic reduction method, refines this crystal in G-sephadex 10 
column, and gives an almost single spot (expansion solvent BAPW system RfH).44) by TLC is collected 
and condensed and it freeze-dries, it is a colorless amorphous-like object. 1.7g was obtained. The overall 
yield so far was 53%. Elemental analysis C17H24N405 MW 364.39 Calculated value C 56 03 H 6 63 
N 15.37. Analysis value C 53.91, H 6.71, N13.82. 

[0024] Example 15 [Composition of N-acetylation of Tyr-Ser-Pro, and C-amidation object (Ac-YSP 

NH2)] 

N-ASI l.Og (7 millimol) was added to YSP NH2 0.8g (2.2 millimol) obtained in the example 14, and it 
was made to react like the approach indicated in the example 2, and processed, and the hardening-by- 
drying object was obtained. However, since mixing of a condensing agent origin object was presumed 
by this, it dissolved in little water, and when the extract was repeated 5 times by EtOAc 10ml and the 
water layer was freeze-dried, 0.87g (yield 95%) of colorless amorphous-like objects was obtained by it. 
This thing gave the single spot (expansion solvent BAPW system Rf=0.56) by TLC. 
[0025] Example 16 [Composition of Glu-Arg-Pro (ERP)] 

WSCD HCl 2.1g (1 1.0 millimol) was added to Boc-Arg (N02) l/2AcOEt 1/4H20 3.7g (10 millimol), 
ProOBzl HCl 2.4g (10 millimol), and HOBt 1 .5g (1 1 millimol), and it was made to react like an 
example 1, and processed, and Boc-Arg(N02)-ProOBzl was obtained as oily matter. Acid treatment of 
the obtained oily matter was carried out like the example 1. Z-Glu(Bzl) 1.7g (5.0 millimol), HOBt 0.75g 
(5.7 millimol), and WSCD HCl l.lg (5.5 millimol) were dropped at the obtained oily matter, and it 
reacted to it like the example 1. After dissolving the obtained residue in little EtOAc, it crystallized, 
when Et20 was added and it cooled. The crystal was separated, reduced pressure hardening by drying 
was carried out, and the 2.3g crystal was obtained. It is sephadex about the residue which obtained this 
crystal by carrying out in the clearance reaction of all guard chambers with the hydrogen catalytic 
reduction method. G-10 column refines, and the fraction which gives a single spot (expansion solvent 
BAPW system Rf=0.007) by TLC is collected and condensed, and it freeze-dries, and is the colorless 
amorphous-like specified substance. 1.3g was obtained. The overall yield so far was 32% Elemental 
analysis C16H28N606 MW 400.44 Calculated value C 47.99, H 7.05, N 20.99. Analysis value C 45 84 
H 7.55, N 19.52. " ' 

[0026] Example 17 [Composition of N-acetylation object (Ac-ERP) of Glu-Arg-Pro] 
It was obtained in the example 16. N-ASI l.lg (7.1 millimol) was added to ERP l.lg (2.7 millimol), and 
It stirred at the room temperature overnight. Sephadex after condensing reaction mixture G-10 A column 
refines, and each fraction is collected and condensed, and it fi-eeze-dries, and is the colorless amorphous- 
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like specified substance. 0.80g was obtained. The overall yield so far was 67%. This thing gave the 
single spot (expansion solvent BAPW system Rf=0.16) by TLC. Elemental analysis 
C18H30N6O7MW442.47 Calculated value C48.86, H6.83, N18.99. Analysis value C45.89, H7.03 
N18.07. 

[0027] Example 18 [Composition of C-amidation object (ERF NH2) of Glu-Arg-Pro] 
WSCD HCl 2.1g (1 1 millimol) was added to Boc-Arg (N02) l/2AcOEt 1/4H20 3.7g (10.0 millimol), 
ProOBzl HCl 2.4g (10 millimol), and HOBt 1.49g (1 1 millimol), it reacted Hke the example 1, and 
chloroform was used and processed instead of EtOAc. It became cloudy when EtOAc was added to the 
residue which carried out vacuum concentration of the chloroform layer. Furthermore Et20 was added, 
the decantation of the gum-like settlings obtained by leaving it overnight at 4 degrees C was carried out, 
they were obtained, and reduced pressure hardening by drying was carried out. Acid treatment of the 
obtained hardening-by-drying object was carried out like the example 1, the Boc radical was removed, 
the settlings produced during the reaction were obtained by the decantation, and reduced pressure 
hardening by drying was carried out. After having added Z-Glu (Bzl) 1.7g (5.0 millimol) and HOBt 
0.75g (5.5 millimol) to this, dropping WSCD HCl 1.1 g (5.7 millimol) and processing by reacting like an 
example 1, the column refined and colorless oily matter was obtained. Sephadex after performing the 
clearance reaction of all protective groups for this oily matter with a hydrogen catalytic reduction 
method G-10 column refined, the fractions of a single spot (expansion solvent BAPW system Rf=0.21) 
were mostly collected by TLC, and crystalline residue was obtained. Cold MeOH was added to this, and 
0.2g was obtained when the ** collection of the ciystal was unfolded and carried out. The overall yield 
so far was 6%. Elemental-analysis C16H29N705 MW399.45 Calculated value C 48.1 1, H 7 32 N 
24.55. Analysis value C46.61, H6.92, N22.34. 
[0028] Example 19 [Composition of Pro-Thr-Trp (PTW)] 

the DMF solution of Boc-ThrOSu 3.7g (12 millimol) and TrpOBzl HCl 3.8g (12 millimol) - the bottom 
of ice-cooling stirring, and TEA ~ in addition, it was made to react after checking that it is pH 7-8 
overnight After treatment was carried out like the example 1, and Boc-Thr-TrpOBzl was obtained as 
oily matter. Then, acid treatment was carried out like the example 1, Z-Pro 2.8g (1 1 millimol) was added 
to the residue which might be removed in the Boc radical, the DMF 10ml solution of DCCD 2.5g (12 
millimol) was dropped, and it was made to react at 4 degrees C overnight. Vacuum concentration of the 
filtrate is carried out the back according to **, settlings are processed like an example 1, and it is an 
amorphous-like object. 4.2 Ig was obtained. Among these, the residue which removed 2g with the 
hydrogen catalytic reduction method, and was obtained in the protective group is dissolved in little 
water, and it is sephadex. The fractions which refine in G-10 column and give a single spot (expansion 
solvent BAPW system Rf=0.33) mostly by TLC were collected, and reduced pressure hardening by 
drying was carried out. Little MeOH is added to residue, it was crystallized, after cooling, the crystal 
was separated, it dried and 1.40g was obtained. The overall yield so far was 30%. Elemental analysis 
C20H25N4O5 MW 402.22 Calculated value C 59.69, H 6.51, N 13.91. Analysis value C 55.90, H 6 41 
N 12.75. 

[0029] Example 20 [Composition of Pro-Thr-Trp NH2 (PTW NH2)] 

Boc-ThrOSu 6.0g (19 millimol) is dissolved in DMF 50ml, and it is Trp NH2 hydrochloride. 4.6g (19 
millimol) and HOBt 2.9g (21 millimol) were added with powder, and the stirring dissolution was carried 
out. After adding TEA under ice-cooling stirring and checking that it is pH 7-8 WSCD HCl 4.1g (21 
millimol) The DMF 10ml solution was added and it was made to react at 4 degrees C overnight. 
Precipitate is ****(ed) and it is filtrate after vacuum concentration. EtOAc 500ml was added and 8.3g 
(87%) was obtained by processing like an example 1 by making specified substance Boc-Thr-Trp NH2 
mto colorless oily matter. This is made to react like an example 1, and it processes, and is oily matter. 
7.2g (16 millimol, 98%) was obtained. To then, this Z-Pro 4.1g (16 millimol), HOBt 2.5g (18 millimol), 
and WSCD HCl 3.5g (18 millimol) were added, and it was made to react like an example 1, it processed, 
and 7.3g (70%) was obtained by using Z-Pro-Thr-Trp NH2 as an amorphous-like object. This 
amorphous-like object Pd/C Ig was added to 2.5g 10%, and the deprotection reaction was performed 
after a reaction / processing like the example 1. What was obtained is dissolved in little water and it is 
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sephadex. The specified substance which will consist of a single spot (expansion solvent BAPW system 
Rf=0.47) if it refines and freeze-dries in G-10 column l.Og was obtained. Elemental analysis 
C20H27N5O4 MW.401.33 Calculated value C 59.80, H 6.78, N 17.46. Analysis value C 57.63, H 6 94 
N 16.27. ' • . 

[0030] Example 21 [Composition of N-acetylation object (Ac-PTW NH2) of Pro-Thr-Trp NH2] 
After adding N-ASI 0.9g (6 millimol) to PTW NH2 0.95g (2.4 millimol) obtained in the example 20 and 
making it react at a room temperature overnight, concentration hardening by drying was carried out 
under reduced pressure. Silica gel which melted with a small amount of chloroform, and was produced 
by the mixture of chloroformrmethanol =30:1 Regular placing is carried out to C-200 (Wako Pure Chem 
make) column (bore [ of 2.6cm ] x die length of 45cm), and it is chloroform:methanol =30: 1 mixture. 
400ml, 10:1 mixture Only 300ml and a methanol were made eluted in 500ml, and each fractions (about 
10ml) were collected even for fractions 72-75 after the check by TLC. When residue is dissolved in little 
water and it freeze-dries after concentration hardening by drying, it is a colorless amorphous-like object. 
O.Sg was obtained. The overall yield so far is 75%, and is ****. This thing gave the single spot 
(expansion solvent BAPW system Rf=0.64) by TLC. Elemental analysis C22H29N503 MW443.50 
Calculated value C 59.58, H 6.59, N 15.79. Analysis value C 56.98, H 6.54, N 15.34. 3g was obtained. 
[003 1 ] Example 22 [Composition of thioPro-Thr-Trp (PTW)] 

the DMF solution of Boc-ThrOSu 3.7g (12 millimol) and TrpOBzl HCl 3.8g (12 millimol) - the bottom 
of ice-cooling stirring, and TEA ~ in addition, it was made to react after checking that it is pH 7-8 
overnight After treatment was carried out like the example 1, and Boc-Thr-TrpOBzl was obtained as 
oily matter. Then, acid treatment was carried out like the example 1, the Boc radical was removed, Boc- 
thioPro2.8g (12 millimol) was added to the obtained residue, the DMF 10ml solution of HOBt 1.784g 
(13.2 millimol) and WSCD HCl 2.53g (13.2 millimol) was dropped, and it was made to react at 4 
degrees C overnight. Vacuum concentration of the filtrate is carried out the back according to **, 
settlings are processed like an example 1 , and it is an amorphous-like object. 6.3g was obtained. Cutting 
of the protective group by HF of Boc-thioPro-Thr-TrpOBzl 6.3g obtained by coupling went as follows. 
Boc-thioPro-Thr-TrpOBzl 6.3g was equally divided into ten, and HF cut, respectively. That is, Boc- 
thioPro-Thr-TrpOBzl is taken in a reaction container, and it is thioanisole. 1 1ml was added and it put on 
the room temperature for 1 hour. It was made to react, stirring a reaction container by the dry ice- 
acetone bath and stirring HF 100ml at installation and 0 degree C under cooling for 1 hour. Reduced 
pressure clearance of the HF was carried out with the stream aspirator, and it was made to dry with a 
vacuum pump fiirther. The obtained residue was dissolved by 100ml of acetic-acid water solutions 10%, 
and the thioanisole which washes twice and remains with 50ml diethylether was removed. The acetic- 
acid water-solution fraction was neutralized, 3.2g of things which carried out concentration hardening 
by drying was dissolved in little chloroform-methanol mixture (5:1), the silica gel column 
chromatography refined, and the specified substance was obtained. Yield of 0.6g. TLC (BAPW system 
Rf=0.62) gave the single spot. Elemental analysis C19H25N405S MW420.53 Calculated value C 54.22 
H 5.99, N 13.35. Analysis value C 55.90, H 6.41, N 12.75. 

[0032] Example 23 [Composition of D-Pro-Thr-Trp NH2 (D-PTW NH2: Pro is D object)] 
the DMF solution of Boc-ThrOSu 3.7g (12 millimol) and TrpOBzl HCl 3.8g (12 millimol) - the bottom 
of ice-cooling stirring, and TEA ~ in addition, it was made to react after checking that it is pH 7-8 
overnight After treatment was carried out like the example 1, and Boc-Thr-TrpOBzI was obtained as 
oily matter. Then, acid treatment was carried out like the example 1, the Boc radical was removed, Z-D- 
Pro 2.8g (1 1 millimol) was added to the obtained residue, the DMF 10ml solution of DCCD 2.5g (12 
millimol) was dropped, and it was made to react at 4 degrees C overnight. Vacuum concentration of the 
filtrate is carried out the back according to **, settlings are processed like an example 1, and it is an 
amorphous-like object. 4.2 Ig was obtained. Among these The fractions which dissolve the residue 
which removed the protective group with the catalytic reduction method, and was obtained in 2g in little 
water, refine in G-sephadex 10 column, and give a single spot mostly by TLC were collected, and 
reduced pressure hardening by drying was carried out. Little MeOH is added to residue, it was 
crystallized, after cooling, the crystal was separated, it dried and l,40g (30% of overall yields) was 
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obtained (BAPW system Rf=0.33). Elemental analysis C20H25N4O5 MW 402.22 Calculated value C 

59.69, H 6.51, N 13.91. Analysis value C 55.90, H 6.41, N 12.75. 

[0033] Example 24 [Composition of Glu-D-Arg (E-D-R: Arg is D object)] 

Added WSCD HCl 2.1g (1 1 millimol) to DMF 100ml under the dissolution and ice-cooling, Z-Glu(Bzl) 
OH 3.4g (10 millimol), D-Arg(N02) OBzl Tos 4.82g (10 millimol), and HOBt 1.5g (1 1 millimol) were 
made to react like an example 1 , after treatment was performed, and 5.3g (8 millimol) of oily matter of 
Z-Glu(Bzl)-D-Arg(N02) OBzl was obtained. The deprotection reaction was performed with the 
catalytic reduction method, G-sephadex 10 column refined this oily matter, the fi-actions of the specified 
substance which gives an almost single spot by TLC were collected, and concentration and fi-eeze drying 
were performed. 1 .82g (6 millimol) was obtained as a colorless amorphous-like object (TLC: BAPW 
system Rf=0.58). Elemental analysis CI 1H21N 505 and MW 303.33 Calculated value C 43.52, H 6.92, 
N 23.14. Analysis value C 42.98, H 6.88, N 22.76 [0034] Example of a trial 1 [Focus formation 
inhibition trial] 

Put in the NIH 3T3 cell which carried out the transformation to 8 hole love tech chamber (slide glass 
size) by proto oncogene erbB-2, and consider one hole as control. A sample is added in remnants and 
seven holes and it cultivates with a carbon-dioxide-gas incubator 5 37-degree C%, and every 24 hours, 
for five days, a cell proliferation condition (the number of focuses) is observed with an optical 
microscope, and a part of the (the sample last concentiration 250microg/ml) result a photograph of was 
taken each time is shown in a table 1 (table 1). 
[0035] 
[A table 1] 
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[0036] Example of a trial 2 [MTT measuring method] 

The NIH 3T3 cell which cancerated by various oncogenes to the DME culture medium which contains a 
cow blood serum 10% was suspended so that it might become with 5x104 cells / ml, and the lOOmicrol 
was poured distributively to each well of 96 hole flat bottom plate. Among these, only die culture 
medium of tales doses was added to three wells, and it considered as electi-onegative control. This plate 
was added to 880microg [/ml ] concenti-ation in 37 degrees C and 5% carbon-dioxide-gas incubator, and 
for example, water, and the tripeptide and lOmicro of its derivative solution 1 of this invention prepared 
with organic solvents, such as an acetone, dimethylformamide, dimethyl sulfoxide, and alcohol, were 
added to each well after cultiire overnight (80microg [/ml ] final concentration). MTT of 5mg [/ml ] 
concentration after 2-hour culture and lOmicro of PBS (-) solutions 1 were added to all wells in 37 
degrees C and 5% carbon-dioxide-gas incubator, and this was cultivated within 37 degrees C and 5% 
carbon-dioxide-gas incubator for 2 hours. The at-long-intervals alignment of each plate was carried out 
3000 rpm for 15 minutes using the cooling conventional centrifiige equipped with a plate electrode 
holder. The plate was attracted from the centrifiige, ejection and the supernatant liquid of each well were 
removed, DMSO of 150microl was added, by the mixer, after stirring, it applied to the immuno reader 
and the absorbance in 540nm was measured (colorimetry). A part of the resuh is shown in a table 2 
(table 2). It is shown among [ F25, PHI, and S59 ] a table 2 that erbB-2, v-src, v-mos, and SV-40 are the 
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NIH 3T3 cells which cancerated by a c-H-ras proto oncogene, a v-H-ras proto oncogene, a K-H-ras 
proto oncogene, erbB-2 proto oncogene, the v-src proto oncogene, the v-mos proto oncogene, and SV- 
40 proto oncogene, respectively. 
[0037] 
[A table 2] 

-•-+ 050% 



fi2 MTimzX^b i n 


V i 


t r 0 




± 


50-100% 
100120% 






PHI 




erbB2 


VSTC 


SV40 


V mos 






+ 








+ 


+ 4- 


2 

u 




+ 




± 




+ 


+ 


9 




+ 


+ 


+ + 


± 




4-4- 


4 




+ + 








■n- 


4- + 


5 


± 


± 


± 






± 


± 


V* 




± 


± 






± 




7 




+ 


± 






± 




ft 




+ 


4- 


•h 


+ 




+ 




+ 


+ 




+ H- 




± 


+ 


10 




+ 




-H 


-I- 






1 1 












-♦- + 


4-4- 


12 




± 






+ 


4- 




13 






± 


+ 


4- 


4- 


+ 


14 


± 


+ 


j_ 


+ 


+ 


X 




15 






+ 






±: 


+ + 


16 


± 








+ 






17 


+ 


± 


+ 


± 


+ 


4- 




18 








± 








19 




+ 


+ 


+ + 




+ 




20 






+ 


+ 




4- 


4- 


21 




+ 




+ 




4- 


+ 


22 






+ + 






4-4- 


4-4- 


23 


± 


+ 




+ 


± 




4- 


24 


+ + 




+ + 






4- + 


4- + 



[Translation done.] 
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